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(57) Abstract: Compounds of the general formula (|) or sails thereof; and activators of PPAR S ( peroxisome proliferator activated 
recepior 6) containing the compounds or the salts as the active ingredient: (I) wherein R 1 and R : are each hydrogen, C,., alkyl an 
aryl or heterocyclic group which may be substituted, or the like; A is oxygen, sulfur, or the like; X 1 and X ! are each a free valency 
oxygen, S(0) p (wherein p is an integer of 0 to 2), C(=0), C(=0)NH, NHC(=0), CH=CH, or the like; Y is optionally substituted 
C )4 alkylenc; 2 is oxygen or sulfur; R 3 and R 4 are each optionally substituted C,., alkyl; and R« is hydrogen or C,., alkyl, with the 
proviso that when X 1 is a free valency, X J is not O or S(0)p, while when X 1 is C(=0)NH, X J is not a free valency. 
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o ) s C ( = 0) , C (=0) NH, NHC ( = 0) , MCH^H^U 

u R 3 #VR^M&£*£LT^Tfc&^jjmi^ 8 
<D7Jl,*»msm U * UT R a tt*X*?Xtt«*ft 1 - 8 ® 

r„ fit, x'^f© t | s x'Hto, s (o) P ?*< N *fcx'#c ( = 
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^;i/^-^->V-A (p e r ox i s ome) ttttffiteOiffllS+tB&iiS'MS 

So ■"Wl/jfrsfrS/ V— AMMffl (peroxisome proliferate 
r) tt x CO^**^V-A©Jt*ftB»1-*»fr-cttJ!SJfll* 
») N tfvflu 7^;^K^aR^2iJ!BI*^D^««ift^%##»&n"rv^s. 
-f yfe.T> (Isseman) 6fc J: & CO^l/tf^y-AflSttflfc JtoT 

eroxisome proliferator activated rec 
eptor :PPAR) t$i%$htzo (Nature, 347, p645-6 
5 0, 1 9 9 0) 

■pPARttCilS-ePPASfls PPARrMPPAR(SO3l0^7 - * 
-*70?§F£#ifcB£ftTl>3o (Proc. Natl. Acad. Sci. US 
A, 91, p733 5 -7 3 5 9, 1 9 94) ' 

s a*-cttsa^jfliiiiTG (hu^y-tuK) ©fiT^^fe^nT^So 

SfcH«*?fi*llt*5^7\;'us?>^*>3R'fb-&* (Troglitazo 
ne, Rosiglitazone, Pi o gl i t az one) li v PPAR 

ppARtf-ffittfli^ (sttftti) **rs*«5i:tT^ extras. 
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T^n^YM- 1 6 6 3 8 (lilirttt*) m&tobtiT^Zo 
GW- 2 4 3 3 itT^n-A^m(D^RXf^mmt btO^^WO 9 2 
/104'68tBt$n,.L-l 6 5 0 4 l*WWLm*mm+1K&1m£i,X<D 
gffltfWO 9 7/2 8 1 1 5£IBil£ft, ITYM- 1 6 6 3 8fcoHTfc*W 
0 9 9/0 4 8 1 5fcJM3l/;*^D-;METfEEs LDL-ai/^rD-^fi 

£ (JBC, 272 (6) s P3406-3410, 1 9 9 7; Cell, 99 
,p 3 3 5 - 3 4 5 , 1 9 9 9) #fc$*iT^5. 



*WNtf»F5 5 8 0 6 2-»A*tB«*iiT*Dx (J. Immuno 

1. Methods, 207 (1), 23-31, 1997) fcttfcST** ft 
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C0 2 H 



^ ±E»W«ffl : 5 5 8 0 6 2*^*fcJ±ni^»A3BftthD>i;>« % jfliff^ 

iiftCitSWOO 1/4 0 2 0 7W^i^ N SfePPARWltu 

00 1/1 6 1 2 OtfHK&HSftT^S. 

WOO 1/4 0 2 0 7tt*|Mb*ftt:*(*SX 1 «tC ( = 0) NH 
X^^^t^U WOO 1/1 6 1 2 OttfcaHb-SfcfcSttsx 1 ** 

***** x 2 #o, s^fcaar^iikfrfeffliife+iMb^fcttMj;, $ 
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H) &W-f5TI3-IS^ (I) T-^tiMbiM^ TE-jftsC (Ti) -eS^ti 
!P*»s #SgBJ3&x #cD-i£3; (I)s 



^ C J R 4 

A 



iSi*tt2— 8©7;i/*=-n/*v 3-7«i©^^D7;^;H, 3-7 

d 7)i*)i&T-wmztitz$im§!i i - 8 0 7;^/i/s, l 

tv>T4)^v^u-;i/7;i/^;i/^ (7- U-;i/*^©lK*ft6 - 1 Ot-x 7Vi/*;i/ 

»#©#*» i~ 4) x 5u±w&mz%Lz^xb&^7v-;i<&mL<&%.m 

s (o) p ( P y:o~2©sm$^-ro ) x C (=0) x C ( = N-0 
R 6 ) (R 6 {±7k^jp^xttM^^l~8O7*;i/^;i/S^^i- 0 ) x C ( = 0) N 
R\ NHC ( = 0) N SO,NHx NHS0 2 , CH (OR') (R 7 t±**jK?X 
ftftftftl ~8 07;i/+;H$St« ) x CH=CHx xttC = C§^tv Ytt 
JliMS*#bT^T*£v^*ftl «~8©:7Vl/*l/>«**U ZttKfcJK^X 
tt»HJR-?&*Lx R 3 ;5tfR 4 &^ft^ft&3bTt|&*£WbT^T&&V^ 
&ft 1 ~ 8 ©7;i/^i$* bx * bTR'ttaito^xttliHfctt 1 - 8 ©;p;i> 

{ibx x'tfi^ots, x 2 &Ox s (0) p -cft< % Sfcx^c (=o 
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R 12 F* 13 



R" (II) 



u<k R ,1 avR i, tt*tiJeiiaAut:ft*tti-8o'7 , ;v*;i/* N 1-3 
m<o/\ a>f>m*i?m&2titzmm& 1 - s 2 ~ s © 7^ 

tr-fr&s M2-8®7;^rM, 3 ~ 7 D 7)U*)i^ 3- 

7S ^ S> ^ D ™**'*T?*»*ft&**R 1 ~ 8 <D7JU*JU& S Xttft&g 

s i~3ffl©^D^>jB^-c«a$nfeisijnfti-8 07 > ;b^;i/ai % miss&i- 

8 07;i/3*J/Jt, 1 ~ 3ffl©^D>7 t >ii^T-S^^n^^^it 1 ~ 8 <D7)Uu 

u x^xotx^tt^ii^nairuTit**, s (o) , <qtto~2©Mt* 

)\ C (=0) \ C ( = N-OE' s ) (R ,, tt****XttjMHRl~8 

©r^^^asstSE-r. ) x c (=0) nh\ nhc ( = o) % s o 2 nh, nh 

S0 2 , CH (OR 17 ) (H ,T tt***?XttJ(HK»i^807'/l,*^»ft«r 
o ) x CH=CH, Xfc*CsC££u Y 1 ttaft£fcLT&*»l.-8©7;i, 
***«f t < ttj£i?g& 1 - 8 © 7V1/3 UT O T * A^JftlK 1 ~ 8 © 
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feU X » % X 12 fctO, S (0) p T-fc<, **X"*C ( 

= 0) NHO^ s X 12 liJg^T-3&VV ) 

^fe^^BJIis &©-j&5$ (HI) s 





J^Y^«l£Y r24 (HI) 



1 - 3 lO^oy >I?f ftfcldlft 1 ^ 8 ©7^1, ft«ftl~8 

*****®**R1~4) s 7x-;^ ±7*;],* s Kyj;^ *x-,i, 

^ J 'MX»ftWn»4U|^ S (0) r (ptt0-2©»»«f 
. ) s C ( = 0) s C ( = N-0R !6 ) (R ,, tt**JR?Xtt«*ftl-8©7- 
) > C ( = 0) NH S NHC (=0) , S0 2 NH s NHS0 2 

. ch (or") (K"i**m*x&%mmi~8cD7ji,*j],£z% to )x 

CH=CH, XttCsCtiu Y'ttB^fc-UTlKiSftl-s©^*;!/* 
< fcfcjftftft 1 ~ 8 ©^D + ^ft^bTOT frA^ftXti 1 ^ 8 (07^ 
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fiU X»tf»^©k*s X rt ttO N S (0) r Tfc<\ £fcX»#C ( = 
0) NHOtl, X"tt***«n. ) 

MULttz, **Wtt±|3-Jft5t (I) ti^ftiSM, ±ffi-»* (I I) 

su<tt±E-tts (in) t^n^7^; 

±B-«S (I).fc*v>x, R\ R 2 n R\ R\ R 7 S^R 8 o^i[l~8 

©m^iibttt, ***** /dkm, yv/d^ ^ 

ftfc****. x*;u* % 7d^x n ^vrn^s, Sfcttt- 

R 1 ^^R 2 o^^^2~8©T;^ii;i,«i:bT^ e=** % :r •;**** 
R I 5VR I ©ft*ft2-8®^;^r:;i/at2:bTI±x :7D^;i/*;i/*#*fcr6 

R 1 SVR 2 03-7*3icD^^Dy;^;^T-g^^n^^^i^8 07';i/ 
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^Sv $fmi~8©7Vl/*;i^ x^;i/^> 7Dt;^ i-7" D 

~ 3ffl©AD^ >Jg^T?HJft^nfcjR*ft 1 ~ 8 ©7710*5/* (2-^ddx 

;i/fc£ D IJIJUfegfR l - 4 (O?;^;^^^ £>ft s *?£L<ttJ*&ftl 
-6©?;^;i/g (^;u* N * rot^jf) N JKSftl ~6©7;i/ 

yyXfc^ mmm*. A*sm . -hn« N a&7$7 

dk;w*s i-7"DtrM N 7>;u* N i-7>;^ t-7>;b*K 1-3 

> l~3ffl07NDy>JR : ?7f«il*ilfc**Rl -80^=1*^31 ( 
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2, 3-i?^DD7ir;H, 2,' 4-^DD7x-;H N 2, 6-^dd 
7l -^ 2-7/^D7j_;H, 2-HJ7Wd^;i / 7i^ n 4 

-7DD-2-tKD^r^7i-;H, 2-^/l/7xrAS N 4-7^7x 

iKd>6ft5t'J^S, ^x-;^ 7'j/i/S, f7V'j/i/Si©5~8I 
Y&WWi&tLT%mwt;l~8<DT)i,*j],& (^;i^ s x^;^ s 7*ot:;i/ 

\s>m&mv*>n, itrji<^fi/> N x^> N /Dti/vw^ 

Iiittt^D/f>g? (7<j;«M^ N XttJfcjRftl 
&fc±IB-$:5S (II) t*»5«B^0K8ift-r5. 

±B-*S6 (I I) fc*HTs R>\ Ri2 N R 15 ;5tfR 17 ©J^iU~8©7* 
Wifclttt, **-*as, x^;m N rot^aSx -fv7D^JS x t> ;j , 
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R ,1 S^R 12 0^^2~8©7';i,^-;bai:bT^ 7d;i;^^S^«- 

R n &tfR 12 ©3~ 7I|®i/^D7^Mi trlix ^^D^^^;^ N 
5> 7 D ^ J&*3*fcf £> n§ „ 

R 1 1 £tf R 12 © 3 ~ 7 A3*©*-* D 7/lt*/lttTft*&ft.fcjK*ft 1 ~ 8 <DT 

^^^^ (* H*** iK^I) % l~3ffl©AD^>^ T -Sm 
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*fc±fB-*8:5t (III) fc*H-SfB-^©BiBi*1-S. 

(III) fcfcttSR 2 *, R23j R 24 > R26j R .H 5t)tY2(is 

*ii*ii±E-*« (II) C9R 11 , R 12 , R 13 , R 14 , R 16 , R n My 

(i) *»*ni3**fcUTtiu ±b-«3* (id ■e**ft*****/-/Mi 

(2) gfc x *JM8fc**fcbTtt, ±B-ltt* (II) ■5***1*****/- 
;Hg*#Xtt±ffi (1) T% X I2 ^^ S C ( = 0) N C ( = N-0H) N c 

(=0) NHx NHC (=0) , CH (OH) XttCH = CHT?*****y- 

(3) **MHb*»fcbTtt N ±§B-«S5£(II) T!*£*iS**tf\/ 
-;H»##Xtt±|B (1) £b<i± (2) X, R u #IHaatAD^>^ 



12 



WO 02/14291 PCT/JP01/06836 

(4) *^BJ<b^i:UT(i, ±f3-jRa (II) ?&2ti%**w 

■-A»*ftXtt±IB (1) 3gb<fci (2) T% E"^7xr;H v 2-*DD7 
x-;i/^ % 3-^OD7i=;!/S, 4-^DD7xzM s 2, 3-^7DD7 
z - j|/ ^ 2 > 4-^DD7i-M, 2, 6-^7DD7x-jH s 2-7 
;^D7i_M N 2-hij7;i/tD^^7x-;^ 4-*DD-2-tK 
D^i/7xz;^ 2-^;i/7x-;H, 4-7^7x^Sxiit7^ 

(5) ^fcs MBjfb^iibTa:, ±B-j»a (id -e^ns^D-y 

-*«»#Xtt±B (1) - (4) R u eitl-807;^;^iil 

(6) *»wft**fctTtt, ±B-jft5S (ii) -cs^nsmi; 

-^R##Xtt±lB (1) - (5) R 1I 0iMiW^fy-;^©2t 

(7) ztc, WBft^iifcuttt, ±c-jfta (in) T-m^ft^T-/- 

(8)£fc s *&0J{bi§r«bTfci: s ±|B-jtts* (III) 



13 



W ° 02/14291 PCT/JPOl/06836 

«*#Xtt±B (7) X\ X»#Jg£^s C (=0) % C ( = N-0H) s C ( 
= 0) NH, NHC (=0) , CH (OH) XttCH=CHT!* ?TV-)l>m 

(9) *%Wft&®}tLX&, ±B-tot (HI) mti5?7V- 

*B«ttXtt±B (7) £b<& (8) T% R 2, ^g^S^bT/ND^>^ x 

W«lfc**l***i[ 1-8 07/1/^ ^»l-8®7/^#^ l 

^ -5 ^ t y ^ ^ cd jg ^ ^ t ^ o 

(10) ^fes *SgfSfti§H^bTfci:, ±B-»S (III) fi^5f7V 

-;mmftxte±m (7) ^b<ii m t% R !i ^xr;n N 2 -^D7 

x~71/* s 3-^DD7i-M, 4-^DD7zZ/H s 2, 3-^7DD7 
2 > 4-^^DD7xrM v 2, 6-^^D07i^i, 2-7 
■ WD7iz;^ s 2 - h IJ 771/^- D ^5^71/7 x-;i/* N 4-7DD-2-tK 
D^ri/7x-;H, 2-^^7b7x-71,S N 4 - 7?"7U 7 x ~ 71/^X \±± 7 5=-^ 
*^$>S5 L ^y-7l'K#^{i^OjgAs$ft L^ e 

(11) $tz, *%®fcG®tLZ&, ±B-®& (III) Ti^ti5f7y 
-7Pg|^^tt±i3 (7) - (1 0) T% R^^HiSfl-SO^^^fi 
l~3MO^D/f>^^T'M^^nfc^^^l~8©^7U^71/ST*$>§^7^- 

(1 2) *»Wfc**fcl,Ttt* JiB-ttSC (III) T^n^ 

7'^-;H»*#Xtt±E (7) ~ (1 1) t-s R J1 CDgg|©g^Z^-7^0 



14 



WO 02/14291 



PCT/JPOl/06836 



*bTR', R 2 , R 3 , R\ R», As X 1 , X* , YJ&tfZ tt«fB2:HI Co ) 
fta (a) t"^^tiS7i;-/l/Xiift7iy-/Hij^J:-^ (b) t?£ 

&s #i x. wt t* mt&mz * - a n« ft £ a * js t «arc * s . 




(a) 
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<MH&I&01} 1 > 



(1) 

^^yOH BnBr,K 2 C03 /acetone ^^J 0 ^ Eta ^ OEt 1 THF 

R 2 

*^-CH,l >NaH/TfJF . 
2)cHa/AcOH 



F - o H NaBH4 /MeOH nu p-TsOHJEO/ hJUX> 



B'H ^s-OH NaBH4 /MeOH ^ n H 
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R ^ CHJ -^CT° H - p^CH,),-^ 0 " : 




A=0,S,NH 
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R H^ (c ^vO" H ***** — 



1} f 

6 2) WCDfifc&g " 



CI 



R 2 

l) R^^ch^coci 



H2N— E 



2) W(0®«g ^ kAo H 



R=H,Me etc 
A=0,S,NH 

&fcb*3o CCD (l-tPD^>7^) 7x;-^ M i^lM|| T 
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✓>-;vftk:g&ffi££o ft N ^i^-f >m±'<>Z7)i7 : \i \<% .Wit tig 



R 2 

A 








(c) 



R 2 F 



R 1 — * ' J vl y2 f 1 

i » V-rJ r 4 



TR 1 , R 2 , R 3 , R\ A, X 1 , X 2 , YRUZ\±mZt®K 0 ) 
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tt N (c) t^ti^i^f^^i^;-;i/-^0$| 

4u *«fls^hyi>A % *»<b*u«>A, *»fcy^*A$®s o#ST N jd 

R 2 R 3 



ffjPn * ^ ^/Z— C-C02R 8 



(e) 



r f 
R, ^-x-^cH 2)2 -rr' z ~r 




i— CQ2R 8 

R 4 



(0 

. R 3 , R\ R 8 , A, X»XVZtt«rBi:HD, ) 

±B«acfc*^Tx ttBWb*«rc*£--ft3 (i) T^ns^ti (x 2 

(is — »^ (e) t^^ti5tl/7 -f >##:i:£ y -;u^ s pt-C 
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R 2 ( 

1 NH 2 




(g) 



R 2 H 3 
01 N-A /^/Z — C — CQ2R 8 



OH 

(h) 

U<K R 1 , R*. R 3 , R\ R«, A s X\ YRVZimmt®\y 0 ) 

±E«8fcfcHTN #*8l!8<b£«n?.a3-jft5$ (I) TZ£$ftZ<(b-&® (X 
#C ( = N-OH). ) |± N -Jft* (g) T«^nS>!r h>ftt t h'D^>>7 

> *fMi £ * £ d £ T-f# 5 c 2: #t- § 5 . 

(1-1) &©-«S5£ (I -a) T'm$tiZfo<&® : 

w*>s ±e-tea (i) T-*^tL5Yb^rtiT% a = o n z = o N r 8 = ht% 




N _ ^x 1 — y-x 2 — f T L M 



21 



WO 02/14291 



PCT/JP01/06836 



R 1 


R 2 


R 3 


R 4 

* 


X 1 


Y 














CH 2 CH 2 


C=0(4) 












CH 2 CH 2 


C=0(4) 












CH 2 CH 2 


C=N-0H(4) 


(2-ci)^ x n;u 










CH 2 CH 2 


CH(0H)(4) 


(2-ci)^x^;u 




*?)\, 






CH t CH 2 CH 2 


■ ■ \ ■ 

$n a¥(4) 


(2-ci)^x-;l, 










CH 2 CH 2 


CH=CH(4) 












CH 2 CH 2 


C=0(4) 


2-e»j^;u 










CH 2 CH 2 


C=0(4) 


2-:K7^ 




**)\, 


&)\, 




CH a CH a 








*^)\, 






CH 2 CH 2 


NHC=0(4) 


(2-C!)7iZ;t, 










CH 2 CH 2 ( 


3H=CH(4) 


(2-ci)7x^/u : 


7Dfcf;u 




t 




CH 2 CH 2 ( 


2(OH)(4) 


C2,4-Cl)7xr:;u ; 










CH 2 CH 2 c 


?=N-0H(4) 


(4-Bu)7x-;U ' 






i 




CH 2 CH 2 CH 2 C 


>=0(4) 


(4-tBu)^xn;t, 






|c 


> 


CH 2 CH f o 


(3) 



(1-2) ±13-123; (I -a) "5***15^ 

22 



WO 02/14291 PCT/JP01/06836 

[«2] 



R 1 


R 2 


R 3 


R 4 


X 1 


Y 




(2-CI)7i-^ 








NHCO 


CH a CH 2 


C=0(3) 


(2-C\)?x~)\, 








CONH 


CH 2 CH 2 


C=0(3) 


(2,3-F)^x-;U 


-ry^/u 






$o "a ^ 


CH 2 CH 2 


C=0(3) 


(2,4-F)^x-;U 










CH 2 CH 2 


NHC=0(3) 


(2.3-F)?x^U 










CH a CH 2 


CH=CH(3) 


(2,4-F)Px-;U 










CH 2 CH 2 


C(OMe)(3) 


(2-CF3)Pxz:;U 










CHjCH, 


0=0(4) 




•fy^Dbf/u 








CH 2 CH, 


0=0(4) 


(2-ci)^x^;u 




7A,*n 






CH=CH 1 


0=0(4) 


(2,3-F)^x-;U 










CH f ! 


0=0(4) 


(2,3-CI)^x-;i, 










CH,CH=CH 


0=0(4) 


(2,3-CI)7x-;U 










-H a ( 


3=0(4) 


(2,4-F)7x~;U 










-H 2 ( 


D=0NH(3) 












:h 2 ch 2 ch 2 c 


5=0(3) 


2-^yu;u 








c 


JH 2 CH 2 CHj 




(2-ci)^x— ;u 




> 






)H 2 C 


H-CH(3) 


(2-0Me)?xr.;u - 




> 




c 


H 2 CH 2 In 


HC0(3) 


(2-Me)^x-;U -i 


r y?Dbf;u * 




fl 


l#* c 


H 2 CH 2 CH 2 C 


=0(4) 


(4-CI)^x-;U A 


f y^Dtf;u > 






c 


H 2 CH 2 |c 


=0(4) _| 



23 



PCT/JP01/06836 



WO 02/14291 

(2) (I-b) T*;Sfn*fli£fc: 

BP-fes ±13-^5^ (I) T3E*iiS^«J7f N A= 0, Z = S R 8 = HT*s 




—C—COzH 



R 4 



d-b) 



R 1 


R 2 


R 3 


R 4 


X 1 


Y 


X 2 , 


(2-ci)^ x -;u 










CH 2 CH 2 


C=0(4) 


(4-C|)7x=/U 










CH 2 CH 2 


C=0(4) 












CH 2 CH 2 


C=N-0H(4) 




<v:?pt?;u 








CH 2 CH 2 


CH(0H)(4) 


(2-ci)^x-;u 










CH,CH 2 CH a 


8S¥(4) 


(2-ci)^x-;u 










CH 2 CH 2 


CH=CH(4) 












CH 2 CH 2 


C=0(4) 












CH 2 CH 2 


C=0(4) 




:?ptf;u 








CH 2 CH 2 CH 2 


$S£¥(4) 












CH 2 CH 2 


MHC~0(4) 


(2-ci)^x-;u : 


7p£;u : 






c 


5H2 ( 


:h=ch(4) 




?Ptf;u ; 








CH 2 CH, C 


3H(OH)(4) 


(2,4-ci):?x:z;u - 


fpfcf;u > 




l m 1* 


1 


CH 2 CH 2 C 


)=N-0H(4) 



24 



WO 02/14291 



PCT/JP01/06836 



(3-1) «©-«a(I-c) -c^ns^ft: 
J?P^ ±B-*3* (I) t^^MI:^^ A*c\ R 3 = r 4 =^;k z 



Me 




25 



WO 02/14291 

[*4J 



PCT/JP01/06836 



(2-ci)7x-;u 



(2-ci)^ x ^;u 



(2-ci)2i-;u 



k2-C!)-7xz:;u 



k2-CI)7x-;U 



|(4-Bu)Px-/U 



|(4-tBu)7xn^ 



|C2-ci)7xn;u 



NH 



N-Me 



N-Et 



N-Bn 



NH 



N-Me 



N-Et 



N-Bn 



NH 



N-Me 



N-Et 



NHCO 



CH 2 CH t 



CH 2 CH 2 



CH * c Hj C=N-OH(4) 



C=0(4) 



0=0(4) 



CH,CH 2 



|OH(OH)(4) 



CH,CH 2 CH, b^U) 



CH 2 CH 2 



|CH=CH(4) 



£H i £H H __lc=0(4) 



CH 2 CH 2 



JC=0(4) 



CH g CH 2 



CH 2 CH 2 



|NHC=0(4) 



CH g CH 2 lCH=CH(4) 



CH 2 CH 2 kjj(OHX4) 



CH 2 CH 2 



]C=N-OH(4) 



CH 2 CH,CH, lc=Q(4) 



CH 2 CH 2 



(0(3) 



CH,CH, 



lC=0(3) 



(3-2) ±B-jR* (I-c) THJhiflstf 



26 



WO 02/14291 

r«5j 



PCT/JP01/06836 



(2-CI)pi-;u 



N-Bn 



(2,3-F)^x^;U 



(2,4-F)?x-;U 



C2-CF3)^x-;U 



(2 1 6 I ci)2x-;u 



(2-ci)?x-;i, 



(2,3-F)7x-fl, 



(2,3-CI):7x-;u 



(2,3-CI);7x-;U 



HjgjUjgxy^. nh 



V^/U^PX^;U N-Me 



CONH CH 2 CH, [crop) 



CH g CH, C rQ(3) 



ftSf CH,CH, NHC=Q(3l 



N-Et 



N-Bn 



NH 



N-Me 



N-Et 



v»g^ae;u>^ N-Bn 



(2-0Me)7x^;U 



(2-Me)^x-;U 



CH,CH 2 CH=CH(3l 



lC(OMe)(3) 



CH ; CH 2 



|C=0(4) 



CH 2 CH, 



|C=0(4) 



CH=CH 



|C=0(4) 



CH, 



|C=0(4) 



CH,CH=CH 



|C=0(4) 



CH, 



|C=0(4) 



|C=QNH(3) 



CH 2 CH 2 CH 2 



CH 2 CH 2 CH 2 



CH 2 



CH 2 CH 2 



C=0(3) 



&£¥(3) 



CH=CH(3) 



CH 2 CH,CH, 



CH,CH a 



NHCO(3) 



C=0(4) 



00(4) 



(4-1) ft©-** (I-d) T« snsM : 

±B-*5* (I) T«#*i5fls*»^ R 3 = R 4 = ^;K z = O n R 



8 _ 



27 



WO 02/14291 



PCT/JP01/06836 




28 



W0 02/14291 PCT/JP01/06836 

(4-2) ±IB-Jtt^ (I-d) TSE£ftMb£t> : 



[*7] 



n 


R 


A 


X 1 


Y 








N-Bn 


CONH 


CH 2 CH 2 


0*0(3) 


(2,3-F)7x~;U 




0 




CH 2 CH 2 


C=0(3) 






0 




CH 2 CH 2 


NHC=0(3) 


(2,3-F)7x-;U 




0 




CH 2 CH 2 


CH=CH(3) 


(2,4-F)7x-;U 




0 




CH 2 CH 2 • 


C(OMe)(3) 


(2-CF3)^ x z:;U 




0 




CH 2 CH 2 


0=0(4) 


(2,6-CI)^xr.;U 




0 




CH 2 CH 2 


0=0(4) 1 


(2-CI)7x-;u 




S 




CH=CH 


0=0(4) 


(2,3-F)7x-^ 




S 


*** 


CH 2 


0=0(4) 


(2,3-CI)7x^/U 




NH 




CH 2 CH=CH 


0=0(4) 


(2 > 3-CI)7x-;U 




N-Me 




CH 2 


0=0(4) 


(2 > 4-F)^xz:;i / 




N-Et 




CH 2 


C-0NHC3) 


/"\dt\y If- 


^ c/ o -/ p c /U > ;u 


^-Bn i 




CH 2 CH 2 CH 2 J 


C=0(3) 






3 | 


SS¥ < 


DH 2 CH 2 CH t [j 


tt*¥<3> 


(2-ci)^x-;i, 


fv^nfcfyu < 


> t 


( 


:h 2 c 


^H=CH(3) 


(2-0Me)7xr:;i, - 


fv^Ptf;u s 


1 


c 


:h 2 ch 2 r 


JHC0(3) 


(2-Me)Px-;U 


rv^ne;u s 


$ 


c 


>H a CH 2 CH 2 c 


-0(4) 


C4-ci)7xc:;u ^ 








H 2 CH 2 c 


=0(4) 



(5-1) KV-flBijS, (I -e) -e***!*^* : 

BPfcx ±E-** (I) T?*3ii3rt;£»Tf N R 3 = R« = ^;k Z = O s R 
8 = HT«, X»#«i«^7\;--^ao»^5ffiCtS^bT^***ffl-fl3^ 



29 



WO 02/14291 



PCT/JP01/06836 



Me 



R 1 




— C— CCfcH (|-e) 
Me 



[«8 J 



R 1 


R 2 


A 




Y 


X 2 % -?-<7) 






s 




CH 2 CH 2 


1 ' - J-'*. 1—*- Iffp. 

C=0(4) 






s 




CH 2 CH 2 


C=0(4) 






NH 




CH 2 CH 2 


C=N-OHi4} 


(2-ci)^ x -;u 




N-Me 




CH 2 CH 2 


CH(OH)(4) 






N-Et 




CH 2 CH 2 CH, 


Sea ¥(4) 


(2-ci)^x^;u 




N-Bn 




CH 2 CH 2 


CH=CH(4) 






S 




CH 2 CH 2 


C=0(4) 




j 


S 




CH 2 CH 2 


C=0(4) 




^ne^ 1 


NH 




CH 2 CH 2 


fe£^(4) 




?^;u L 


SI-Me 




CH 2 CH 2 


MHC=0(4) 


(2-CI)^x^;u 


L 


1-Et { 




CH 2 CH 2 ( 


3H=CH(4) 


(2-CI)^x-;u ; 




l-Bn i 




CH 2 CH 2 C 


>H(OH)(4) 


(2,4-ci)^x-;u : 




t 




CH 2 CH 2 C 


>=N-OH(4) 


(4-Bu)^x— ;U z' 


^4v;i/ L 


H t 




CH 2 CH 2 CH 2 c 


=0(4) 


(4-tBu):?x^;U 




-Me 0 




CH 2 CH 2 o 


(3) 


(2-CI)7x-^ t- 


_[n- 


-Et |n! 


HCO j 


C",CH 2 |c 


=0(3) 



30 



WO 02/14291 

(5-2) ±B-to* (I-e) t^^SM : 
1^9] 



PCT/JP01/06836 



(2,3-F)7x-;u kvgf;u 



X 1 



N-Bn CONH 



(2,4~F)7x^;U \&7Jl,*Qx*n, 



(2-CF3);?x-;U KVgD fcfAr 



NH 



MA* 



(2,6-ci)^x-;u UyzTnHn, 



(2-C»)7xX;u [v^p^De^ 



N-Et Ma* 



CH 2 CH 2 



CH 2 CH, 



CH 2 CH 2 



CH 2 CH 2 



CH 2 CH 2 



CH 2 CH g 



(2,3-cq^x^;u Jfcf-/u 



(2,3-CI)7x-;U |2-^D^-;U 



(2.4-F)?x~/U 



(2-ci)^x-;u 



(2-Omc)2x— ;u 



(2-Me)^x-;U 
CI)^xX;U 



M** 



]*** 



x 2 , *0 



0=0(3) 



C=0(3) 



NHC=Q(3) 



CH=CH(3) 



C(OMe)(3) 



=0(4). 



OH g CH 2 



CH=CH 



CH, 



CH 2 CH=CH 



OH, 



N-Et tea* 



N-Bn 



CH, 



CH a CH 2 CH a 



CH 2 CH 2 CH a 



CH 2 



0=0(4) 



0=0(4) 



0=0(4) 



0=0(4) 



0=0(4) 



C=0NH(3) 



0=0(3) 



S**(3) 



OH 2 CH 2 



CH 2 CH,CH g 
CH g CH 2 



NHC0(3) 



0=0(4) 



0=0(4) 



31 



WO 02/14291 

(6) «0-jtta-c«*n****\;-;i/ii»#: 



PCT/JP01/06836 




<34\ R«. R\ R 4 , R 6 n X 1 , X»X0fY»tt«l 0-1 5B«©*©.- 

) 



32 



WO 02/14291 

1*10] 



PCT/JP01/06836 



X 1 



fig) 



(2-Cl) 7 * 



U y 7*o t*n> 



y +>v 



CH a NH 



0=0 (4) 



(2-Cl) 7 x -M/ 



U y 7 o f >P 



y 



NH(4) 



(2-Cl) 7 * a* 



(2.4-CD7 * - ^ 



1(2,4-01)7 



K y 7 r o f>p y ^ 



y * 



U y 7' o f n> 



y * * 



X * >v 



CH g CH 2 CH, 



C=0(4) 



CH 2 CH g 



C=0(4) 



|CH 2 CH 2 



0=0(4) 



1(3,4-01) 7 * 



K y 7*o 



y 



y * * 



|CH g CH g 



=0(4) 



2— < > / 7 7 - ^ 



14 - \T 7 * ~ 'J A, 



1-0H-2-*7 + * 



U y 7 r o tr >p 



y * 



y * 



|CH 2 CH, 



=0(4) 



Uy 7 r o tr>p y * * 



y * )v 



J*-£4 |CH 2 CH g 



0=0(4) 



y * >i/ y ^ ii/ 



0=0(4) 



1(2,4-01) 7 * - >P 



U y 7"a 



y +>\, 



CH=CH(4) 



p-0H-2—f 7 * 



[(2-0H, 4-C1) 7 



U y 7 r o ^ * / * n, 



y * >\> 



|CH g CH g 



y * >v / + >\, 



|CH 9 CH 2 



C=0 (4) 



0=0(4) 



1(2-01, 4-Br) 7 * 



K V 7 r o * 



y ^ >k 



y * 



|CH 2 CH 2 



C=0(4) 



|3-Cl-4-tT7 a - •/ >V 



A y 7 f o f / * * 



y * * 



i*£4 |CH g CH g 



0=0 (4) 



|(2-0H,4-Me) 7 x - * 



4 y 7' o t )V 



M-»4 |CH 2 CH 9 



0=0 (4) 



|(2,4-Me) 7x^4/ 



I (2-OH) 7 x - ^ 



y 7* o tr >v 



/ + >v 



y + tu 



[CH a CH 2 



0=0 (4) 



&±± |CH a CH 2 



C=0 (4) 



[(2-OH, 3, 4-Me) 7i-)|/ 



y 7' o f >v 



/ + )l> 



H&Z |CH,CH 2 



C=0 (4) 



I (2-0H, 4-CF3) 7 — >U 



4 y 7' o £ ' )V / + f\, 



1(2-01, 4-0Me) 7 x - * 



4 y 7' p £ * / * * 



y 



0=0(4) 



CH g CH s 



0=0(4) 



33 



WO 02/14291 



PCT/JP01/06836 



1*11] 



R 1 


R 2 


R 4 


R 6 


X 1 


Y 1 


X 2 (l^ 


(2-Cl,4-0Ph) 7 x -=;IP 


4 y y 0 t* n 


' y *;p 


y + )V 




CH 2 CH 2 


C=0 (4) 


1-^7 * * 




y *>p 


y * >\> 




CHjCH, 


C=0 f4) 


\z-+ 7 + >V 


A y 7 0 f 


y *ip 


/ + >\> 




CH 2 CH, 




2-4 / 'J >V 


4 y 7 0 f ip 


y +>v 


/ + )}/ 




CH 2 CH 2 


Cssf) f 


8-4 / ») IP 


-f y y w t: ip 


y >p 


y * IP 




CH 2 CH, 


c=n 

v— VI 


3-4 J ') to 




J +)V 


y * ip 




CH 2 CH 2 




2-f V * V)V 


4 y 7 0 tr ip 


/ +)V 


y * iu 




CH 2 CH 2 


**— v t*; 




4 V 7 0 tf IP 


/ + >\, 


y *ip 




CH 2 CH 7 




2-7 7 


4 y 7' 0 e ip 


y + to 


y *ip 




CH 2 CH 2 


C=o (4) 


2->f $ IP 


4 y ^o tip 


/ + )V 


y -f ip 




CHjCHj 


C=0 (4) 


2-^ > F »J IP 


4 y y 0 f iu 


/ + to 


y *>p I 




CH 2 CH 2 


U \4| 


2— c > y>x - 4, 


4 y 7* 0 f ip 


y *IP 


/ +>\> \ 




CHjCHj 


U 


2~< >X>f J iU 


O7'o e ip 


y + IP 


s + >v . 




CH 2 CH 2 




(2-0H,4-Me) 7 .* - IP 


y a tTiv 


X *IP 


/ * * L 




CH 2 CH 2 { 


i=o 


(2,4-Me) 7 .* -IU 


7* o f ip 


' *IP , 


' * * J 




CH,CH 8 C 


=0(4) 


(2-0H)7*^;P : 






' * * J 




CH 2 CH 2 C 


=0(4) 


(2-0H,3,4-Me) 7 ± - >V - 


' 0 f ;p , 




r * * i 




CH 2 CH 2 C 


=0 (4) 


(2-0H.4-CF3) 7 * iiP -) 


r o tr ip > 


*>P > 


A 




CH 2 CH 2 C= 


=0(4) 


(2-Cl,4-0Me) 7 * - IP 7 


* 0 tr ip / 


* jp y 


U 




CH 2 CH 2 C= 


=0(4) 


|(2-Cl,4-0Ph) 7 * -H> 7 


0 t* ip ^ 


* iu y 






CH 2 CH 2 C= 


: 0(4) | 



34 



WO 02/14291 
[*1 2] 



PCT/JP01/06836 



R 5 



7' a f IP 



/ * IP 



/ * IP 



it*4 



CH a CH, 



JC=0(4) 



2-7^7 * IP 



2^/') IP 



8- 4 / ») * 



3 - * y »] IP 



7" o f IP 



y 



y * ip 



ii*4 



CH,CH, C=0{4) 



y o f ip 



y * IP 



ii*4 



CH,CH, 10=0(4) 



7" a t" IP 



y 



it* 4 



CH 2 CH, |C=0(4) 



7 P o fcTip 



/ * lP 



s+» |it*4 



CH 2 CH, 



0=0(4) 



2-fc* »J 5 ->~lP 



7 r o f IP S + )\, 



y |it*4 CH 2 CH, 0=0 (4) 



7' o t: 



y * >p 



*±* it* 4 



CH,CH g |C=Q (4) 



-7 7 - IP 



7" o t* IP 



/**]** 4 



CH,CH 2 00(4) 



\-4 I f/»J ip 



7" o f /I/ 



*ip 



y * » [it*4 



CH,CH 2 



0=0(4) 



4 > K '/ IP 



7" o t- ;P 



> y* iii/ 



y + ip 



y + ip 



s *ip ii*4 



CH 2 CH 2 0=0(4) 



* + it* 4 



CH 2 CH 2 0=0(4) 



7 o tr ii/ 



y * ip 



> it* 4 



CH 2 CH, [0=0(4) 



(2-C1) 7 * -11/ 



4 VfaXiu 



*ip 



y *J> W*4 



CH2NN 



0=0(3) 



(4-Cl)7 * -11/ 



4 y 7 P o f IP 



*IP 



it*4 



CH2C=0 NH(3) 



-CI) 7 j- — >P 



4 V-fxx t" IP 



* IP 



y*ip ii*4 



CH2CH2CH2 0=0(3) 



(2 ( 4-Cl) 7 * - IP 



4 Vf n fc* IP 



/ * IP 



y *>p it* 4 



CH 2 CH 2 jc=0(3) 



(2,4-Cl) 7 * - IP 



4 v 7 P o tr ip 



y *ip 



it* 4 



CH g CH, |C=0 (3) 



(3, 4-C1) 7 x iiP 



^V7'o t* IP 



y * ip 



/ it* 4 



CH g CH, |C=0(3) 



2— < > y 7 7 - ip 



4-ir 7 * - f j ip 



y 7" o f ;p 



y 7* o t* ip 



y + IP 



y ip 



y *>P ii*4 



/ *ip |it* 4 



CH 2 CH 2 



0=0(3) 



0=0(3) 



35 



W0 02/14291 PCT/JP01/06836 

[II 3] 



R 1 


R 2 


R 4 

* 


R s 


X 1 


Y 1 




1-0H-2-*- 7 * >V 


y y o t * 




y 




CH 2 CH 8 


C=0(3) 


(2,4-Cl) 7 * 


4 y y o e >i/ 


/ + rt/ 


/ + >v 




CH 2 


CH=CH (3) 


3-0H-2-«^ 7 * >!/ 


4 y y o f ;l/ 


/ * rt/ 


y + >\> 




CH t CH 2 


C=0(3) 


(2-0H,4-Cl) 7 * a* 




/ * * 


y + >v 




CH,CH 2 


C=0(3) 


(2-Cl,4-Br) 7 a - rt/ 


4 y y o tr iu 


y * >l/ 


/ + * 




CH 2 CH, 


C=0(3) 


3-C1-4-IT7 * - 'J rt/ 




y * >u 


/ + >v 




CH 2 CH a 


C=0(3) 


(2-0H,4-Me) 7 * - rt/ 


A v y o er rt/ 


s + >v 


y + >v 




CH 2 CH a 


C=0 (3) 


(2,4-Ue) 7 a -4> 


4 y 7 a e * 


S + >\> 


s + >l 




CH,CH 2 


C=0(3) 


(2-OH) 7 ^ ^ )U 


4 y y o tr Jtr 


J & )V 


S + X, 




CH,CH, 


C=0(3) | 


(2-0H,3,4-M») 7 * 




/ + >v 


y * * 




CH 2 CH 2 


C=0(3) 


(2-0H.4-CF3) 7 * a >\, 


a v y o t * 


J + >v 


y * * 




CH 2 CH 2 | 


00(3) 


1(2-01, 4-OUe) 7 jl ^ rt/ 


A V 7* o t' ^ 


y + rt/ 


y * * 




CH,CH 2 


C=0(3) 


(2-Cl,4-0Ph) 7 * ^rt> 


-f y 7 a f * 


/ + >v 


y * * 




CH 2 CH 2 


S=0(3) 


1-^7 * * 




y +>v 


y *n> 




CH 2 CH 2 ( 


>0(3) 


2-* 7 * * 


< y y o e * . 


/ + >v - 


/ * * j 




CH 2 CH 2 C 


>0(3) 


2-4 y rt/ 


< y y o t* >p , 


* + >\> > 


' * * j 




CH a CH 2 C 


=0(3) 




f y y o tr * , 


' + >\> J 


< * * i 




CH 2 CH 2 C 


F0(3) 




f y y o e )i , 






I** 


CH 2 CH 2 C 


=0(3) 


|2-C" V $ S S>1> J 


y y o t* * > 


+ >v y 


is 




CH 2 CH 2 |C 


=0(3) 1 



36 



W0 02/14291 PCT/JP01/06836 

[mi 4 J 



R 1 




R 2 


R 4 


R 5 


X 1 


Y 1 


fig) 


|2-7 7 ^ to 


^/7'o t' n* 


y * 4/ 


y * 




CH 2 CH 2 


C=0 (3) 




4 y 7* a * 


y * n> 


/ + to 




CH 2 CH 2 


C=0 (3) 


2- a > y «j * 


4 y 7" cr f >U 


y * * 


/ + to 




CH 2 CH 2 


C=0(3) 






y * to 


/ +>i> 




CH 2 CH 2 


C=0 (3) 


2— < > >f ? y y »j ^ 


A y 7' o t" * 


s + >\> 


y + to 




CH 2 CH 2 


C=0 (3) 


(2-0H,4-Me) 7 i - ^ 


7* o f Ar 


J + >v 


/ + to 




CH 2 CH 2 


C=0 (3) 


(2,4-Me) 7 * -4/ 


/ o t * 


/ + >v 


/ + to 




CH 2 CH 2 


C*0(3) 


(2-OH) 7 * 




/ + to 


y +>i> 




CH 2 CH 2 


C=0(3) 


(2-0H,3,4-Me) 7 * - * 


-i o tr * 


y * * 


s + >\> 




CH 2 CH 2 


C=0(3) 


(2-0H.4-CF3) 7 * &* 


y o t* ;u 


y * * 


/ + to 




CH 2 CH 2 


C=0 (3) 


(2-Cl,4-0Me) 7 * - ^ 


7 r a £ * 


y * n> 


/ + >\t \ 




CH 2 CH 2 


C=0(3) 


(2-Cl,4-0Ph) 7 * -to 


7* o f ;P 


y * >u 1 


y + to \ 




CH 2 CH 2 ■ 


C=0(3) 


1-t7 * fl> 


7 o * 


y * * 


J * to \ 




CH S CH 2 


>0 (3) 


2-^7 + to 


7* cr t* rt> 


y 


J + to \ 




CH 2 CH 2 ( 


>0(3) 


2-4 / ») * 


7" o f * 


y + to 


* + >\> L 




CH 2 CH 2 C 


>0{3) 




7 o tf >U 


/ + to 


/ * * J 




CH 2 CH 2 C 


i=0 (3) 


3-4; 'JJl/ 


i o f * 


* + to 






CH 2 CH 2 C 


=0(3) 


2-t* V « ;U 


7' o tr * > 


* + to j 


' * * i 




CH 2 CH 2 C 


=0(3) 




7 o f ^ , 


< + to / 


' * * j. 




CH 2 CH 2 C 


=0(3) 


|2- 7 9 — to - 


7* o e >v / 


' * to > 




1*4 


CH 2 CH 2 a 


=0(3) 



37 



WO 02/14291 
[«1 5] 



PCT/JP01/06836 



R 1 


R 2 


R* 


R 5 


X 1 


T 

V 


(lift 
ttg) 




y o t* Af 


/ * >v 


/ + * 




CH 2 CH 2 


C=0 (3) 


2- 4 > K »J * 


7' a t* ;l/ 


/ + >v 


J + >l> 


&±± 


CH 2 CH 2 


C=0(3) 


2 — s > y * i n, 


7* o f 


/ + >v 


/ + )V 




CH 2 CH 2 


00(3) 


2—OxW i * 


7" o f )U 


/ ± )V 


/ 


*±± 


CH 2 CH 2 


C=0(3) 



(7) &<D-m&T?£$hz#2 f .y.V-;},®i$i* t 




^ R 1 , R\ RS r» n xlj X «*WY»|*«i6-2 1B«©*o. 



38 



WO 02/14291 PCT/JP01/06836 
[*16J 



R 1 

u 


p2 
a 


P 4 


P 5 

a 


vl 
A 


y 


X ( sfi«) 




>{ yyof^ 




/ + to 




CH2NH 


C=0(4) 


12-C1) 7 a — >v 




y * >u 


/ * to 




CH2C=0 


NH(4) 


(2-C1) 7 a. 


>f V 7 o f ;u 


/ + >v 


y + >\> 




CH2CH2CH2 


C=0(4) 


(2, 4-C1) 7 a — ^ 


A y 7 r o f )V 


y + >i> 


y +>i 




CH,CH t 


C=0 (4) 


(2,4-Cl) 7 * — >l/ 




/ + )V 


* + to 




CH 2 CH, 


C=0(4) 


(3,4-Cl) 7 * - ^ 


>f y 7' o f ;U 


/ + 


y * to 


^4 


CH 2 CH : 


C=0(4) 


2 — = >/77-^ 


4 y 7* o f 


y + & 


y + to 






C=0(4) 






/ + 






CH^H, 


C=0 (4) 


1-0H-2-*" 7 * JU 


4 y 7' o t: >v 


/ + n> 


y * >\> 




CH a CH 2 


C=0(4) 


(2,4-Cl)7 


A y 7* o tf * 


/ + * 


y + to 






CH=CH(4) 


3-0H-2--J* 7 * >W 


>f y 7* cr £ ;p 


/ + * 


/ + >v 




CH^CH, 


C=0 (4) 


(2-0H.4-C1) 7 * ^- ^ 




/ + >v 


y * to 




CH,CH 8 


C=0 (4) 


(2-Cl,4-Br) 7 x ~ ^ 


4 y 7 0 e>\, 


y ± to 


y +>v 




CH 2 CH 2 


C=0{4) 


3-C1- 4 - ^ 7 * - ») >V 


<i y 7 r o f n> 


/ + >v 


/ + to 




CH 2 CH f 


C=0(4) 


(2-0H,4-Me)7 x - * 




y + to 


/ + to . 




:H a CH 2 ( 


>0(4) 


(2,4-Me) 7 x - ;l/ 


4 y 7* o f >u 


/ + to 


y ^ * „ 




:h 2 ch, t 


>0(4) 


u un/ / x — /k 


4 y 7 o t* >i> 


/ + to 


/ + >V J 




JH 2 CH 2 C 


-0 (4) 


(2-0H,3,4-Me) 7 * ~ 








4^4 C 


)H 7 CH 2 C 


=0(4) 


(2-0H,4-CF3) 7 jl - 


^ y 7' o e >i/ , 


* + to , 


' * * i 


c 


HjCHj C 


=0(4) 


(2-Cl,4-0Me) 7 * 


f y 7* o f ;u , 


t + to J 




c 


H 2 CH 2 C 


=0(4) 



39 



WO 02/14291 



PCT/JP01/06836 



[HI 7] 



(2-Cl t 4-0Ph) 7 * 



4 y 7 a t: * 



y * 4/ 



y *fl/ 



C=0(4) 



1-^7** 



4 y -f u t >p 



y * * 



2-^7* * 



±J}?_\s + to&&% 



CH 2 CH g 



C=0(4) 



CH 2 CH 2 



C=0(4) 



2-* ^ »J to 



Vfn^to 



y * >\> 



CH g CH 2 



C=0<4) 



s- ^ y »j * 



A 7 7' o tf * 



y 



y * * 



CH 2 CH g 



C=0(4) 



A y y o t: Af 



y 



y * 



CH 2 CH 2 



C=0(4) 



2-fc" »j $ 



4 y-fov* 



A y y o t: ;p 



y * * 



y ^ 



y 



y *>\> 



CH g CH g 



C=0 (4) 



CH g CH 2 



=0(4) 



2-7 9 - ^ 



>f y 7" o f * 



y** y*^ 



CH 2 CH g 



C=0 (4) 



2-4 $ r/'j * 



-f y 7 o e * 



y 



y 



CH 2 CH 2 



=0 (4) 



->r > r «j >p 



y 7 o f * 



y * * 



C=0(4) 



— < > 7 * X - * 



4 yyot> 



y 



y * * 



CH g CH 2 



C=0(4) 



(2-0H,4-Ue) 7 * - * 



(2,4-Me)7*i* 



(2-OH) 7 x ^ * 



4 y 7 o * * 



7' o f * 



7' o £ >l/ 



y^^ y** 



CH 2 CH 2 



C=0 (4) 



y 



y * n/ 



y * >u 



y * >u 



7 o f >l/ 



(2-OH, 3, 4-Me) 7 x - ^ 



7* o tf il/ 



y * >v 



y * ^ 



y * ;u 



y * * 



CH 2 CH 2 



C=0(4) 



C=0(4) 



CH g CH 2 



CH g CH g 



C=0(4) 



C=0(4) 



(2-0H.4-CF3) 7 * -to 



7* cr tT * 



CH g CH 2 



C=0 (4) 



(2-Cl,4-0Me)7 



7' o f * 



y + >i> 



-CI , 4-OPh) 7 a J. >P 



y * 



CH,CH, 



C=0{4) 



CH g CH 2 |C=0(4) 



40 



WO 02/14291 PCT/JP01/06836 



mi 8] 



fi 1 


E 2 


R 4 


R 5 


X 1 


y 1 


(mm 

VLM) 




7* o e * 




/ * >v 




CHjCH, 


C=0(4) 




7 % t7 f * 




/ + * 




CH 2 CH 2 


C=0(4) 




7 r cr t rt, 




/ + >\> 




CH 2 CH 2 


C=0(4) 




7* o f ^ 


/ + >v 


/ + >\/ 




CH 2 CH 2 


|C=0 (4) 




7 o £ * 


/ +>\> 


/ + >\> 




CH 2 CH 2 


C=0 (4) 


2- £ ») $ 5^* 


7 f o >l/ 


/ +>\> 


/ +)V 




CH 2 CH 2 


C=0{4) 






/ +>v 


/ + * 




CH 2 CH 2 


C=0(4) 


2-7 7- ^ 


7' o £ fl/ 


/ +>v 


/ + >\> 




CH 2 CH 2 


|C=0 (4) 


2- /f $ M to 


7 r o tf Jl/ 


/ + «/ 


/ + * 




CH 2 CH 2 


C=0{4) 


2-4 > F »J * 


7* o t" JU 


/ * * 


/ + >l 




CH 2 CH 2 


C=0{4) 


2— c > / * jl =. 




/ 


/ + >l> 




CH 2 CH a ; 


C=0(4) 


2— *> XV $ * 


7 r ^7 eT 4/ 


/ * * 


/ + fU 




CR 2 CH 2 1 


C=0(4) 


(2-C1) 7 * - *U 






/ + )V 




CH 2 NH 


C=0(3) 


(4-C1) 7 * - ^ 




/ +>u 


/ + * 




CH 2 C=0 


NH(3) 


(2-C1) 7 x - ^ 


>r y 7 r o tr* 


/ +>l 


t 




:H 2 CH 2 CH f < 


>0(3) 


(2,4-Cl) 7 * 




/ + * 






:h 2 ch 2 { 


>0{3) 


(2,4-Cl) 7 x 


* y y o tr * 


/ +>v 




c 


:h 2 ch 2 |c 


:=o{3) 


(3,4-Cl) 7 x - * 


< y 7 o t* >u . 




' +)i> J 


c 


;h 2 ch 2 c 


=0(3) 




< V -fat* 4 






4^* c 


H 2 CH 2 C 


=0(3) 


4 - tT 7 * - »j ^ 


i y 7* o f ^ j 




< * >\> i 


c 


H 2 CH 2 |c 


=0(3) 



41 



WO 02/14291 PCT/JP01/06836 



1*193 



R 1 


R 2 


R 4 

• 


R 5 


X 1 


Y 1 


ttW 


1-0H-2-*7 




/ + * 


/ +>\> 




CH 2 CH 2 


C=0(3) 


(2,4-Cl) 7 x sIV 


-{ y y o * * 


/ + * 


/ * )V 




CH t 


CH=CH (3) 


3-0H-2--f7 * >U 


4 y 7 o t* >v 


/ + >v 


J + 




CH 2 CHj 


C=0(3) 


(2-0H,4-Cl)7 * -H^ 


^ y y o t* * 


/ + >v 


J + >v 




CH 2 CH 2 


C=0 (3) 


{2-Cl,4-Br)7 * 


4 y y t? e >v 


/ * >v 


s + >v 




CH 2 CH 2 


00(3) 


3-C1-4- tT7 x ^ »j * 


4 y y o £ * 


y + >\> 


/ +>v 




CH 2 CH 2 


C=0(3) 


(2-0H,4-Me)7 * - >V 


4 y y o e * 


S + >\> 


/ + )\> 




CH 2 CH t 


C=D(3) 


(2,4-Me) 7 * * * 


-f y y o t * 


/ + * 


/ + >V 




CH 2 CHj 


C=0(3) 


(2-OH) 7 * - IU- 


4 y y o * 


/ +>\> 


/ + >l< 




CH 2 CH 2 


C=0(3) 


(2-0H,3,4-Me) 7 * ^ » 


4 y y o tr * 


/ + >v 


/ +>\> 




CH 2 CH 2 


C=0 (3) 


(2-0H.4-CF3) 7 j. ->l 




/ +>v 


/ + >\> 




CH 2 CH 2 


C=0(3) 


(2-Cl,4-0Me) 7 * — >l> 


>f y y o t* * 


jt +>\> 


/ + >v • 




CH 2 CH 2 


C=0{3) 


(2-C1.4-0Ph) 7 * ~ ^ 


>r y y o * * 


/ +>v 


y * >\> 




CH 2 CH 2 ' 


C=0(3) 


1-^7 * A- 


4 y y cj f * 


/ + >v 


/ * >i> 




CH 2 CH 2 


C=0(3) 


2-^7 + * 


>f y y o t: * 


/ + >\> 


/ * >v 




CH 2 CH 2 


C=0 (3) 


2^* y »| * 


4 y y o e * 


J +>v 


/ + * 




CH 2 CH 2 


C=0(3) 




>f y y o t* ;i/ 


/ + n> 


/ + >\> 




CH 2 CH 2 


C=0(3) 




>f y y o e * 


/ + >\> 


/ * >v 


**** 


CH S CH 2 


D=0(3) 


2-tT »J 5 5/* 


4 y y o t" * 


/ + >i> 


/ + * 




CH 2 CH 2 ( 


1=0 (3) 




>f y y o e: * 


/ + >\> 


/ * >v 




CH 2 CH 2 ( 


>0(3) 



42 



W0 02/14291 PCT/JP01/06836 
C^2 0] 



R 




R 2 


R 4 


R 5 


X 1 


Y 1 


x 2 (g& 

ft©) 


2-7 7 - >U 


A y 7" a e >u 


y ip 


y * ip 


u** 


CH 2 CH 2 


C=0(3) 


2- 4 $ f i/ »| ;P 


>{ y y o >P 


y * ip 


y * ip 


a* 4 


CH 2 CH 2 


C=0(3) 


2-4 > r »j ip 


4 y 7" o t' >p 


y * ip 


y * ip 


ii*4 


CH 2 CH 2 


C=0(3) 


2— < > y> xs* 




y * ip 


y + ip 


U*4 


CH 2 CH 2 


C=0(3) 


|2— < >XJ 5 f/'J IP 




y * ip 


y * ip 


ii*4 


CH 2 CH 2 


C=0 (3) 


(2-0H,4-Me)7 * - IP 


7' o C * 


y + ip 


y * ip 


U<£4 


CH 2 CH 2 


C=0(3) 


l(2,4-Me)7 A ^>i/ 


y cr f IP 


y * ip 


y * ip 


U*4 


CH,CH 2 


C=0 (3) 


(2-0H)7 * -IP 


y o tip 


y > ip 


y * ip 


i£*4 


CH 2 CH 2 


00(3) 


(2-0H,3,4-Me) 7 * - IP 


7 r o £ >P 


y -mp 


y + ip 


Ji*4 


CH 2 CH a 


C=0 (3) 


(2-0H,4-CF3) 7 * - IP 


y o t" >P 


/ ^ ip 


y * ip 


i**4 


CH 2 CH, 


C=0(3) 


(2-C1, 4-OMe) 7 * - IP 


7' o t* rt> 


y * ip 


y * ip 


i4*4 


CH 2 CH 2 


C=0(3) 


(2-Cl,4-OPh) 7 * - IP 


y a £' >P 


y -mp 


y * ip 


i**4 


CH 2 CH a 


C=0 (3) 


1-7" 7 * IP 


y o f ;P 


y * >p 


y * ip- 


a** 


CH 2 CH 2 


0=0(3) 


2-7^7 * IP 


7 o t* ;p 


y -mp 


y *ip 


tt*4 


CH 2 CH 2 


>0(3) 


2-* ? «J IP 


y o e iu 


y * ip 


X * IP 


1**4 


CH 2 CH 2 < 


>0 (3) 




7* o t* IP 


/ * >p 


' + ip j 


&*4 


CH 2 CH 2 C 


i=0(3) 


3 - * y >j ;p 


/ o t* iU 


/ ^ ip 


< * ip j 


4*4 


CH 2 CH 2 C 


=0(3) 


12- f '1 i V ;P 


7' o t ' *V 


' * ii/ > 


' * ip « 


^4 


CH 2 CH 2 C 


=0(3) 


2-^xi)p : 


f O t* >P , 


' * >p ; 


' * ip j 


4*4 


CH 2 CH a C 


=0(3) 


(2-7 7 -ip : 




^ ip j> 


' + >p i 


**4 


CH 2 CH 2 C 


=0(3) J 



43 



WO 02/14291 PCT/JP01/06836 



[H2 1] 



R 1 


R 2 


R 4 . 

■ 


R 5 


X 1 


Y 1 




2- A I TV) to 


7* o t* >W 




/ * to 




CH 2 CH 2 


C=0(3) 


2-4 > Y ') to 






/ + to 




CH ? CH 8 


C=0 (3) 


2 — 5 > /f J. i 


7" o t' IP 


> * IV 


/ f to 




CH a CH a 


C=0(3) 


2— < > X4 \ * 






/ f to 


ii*4 


CH 2 CH a 


C=0(3) 



(8) &(D-$S>5$,-Z%$tl2>3-'7V-)immfc : 




44 



WO 02/14291 PCT/JP01/06836 
C*2 2) 



R 1 


R 2 


R 4 


R s 


X 1 


Y 1 


• ff& 


U-CF 3 )7 * 


A V 7' o tf IP 


y * ip 


y -f ip 


i**4 


CH 2 CH 2 


C=0(4) 


(4 -Me) 7*-)l/ 


7' o e IP 


y * ip 


y *ip 




CH 2 CH 2 


C=0(4) 


( 4 -OMe) 7 x s >P 


7"* IP 


y * ip 


y * ip 


i£*4. 


CH 2 CH 2 


C=0(4) 


(4-OPh) 7 * s;P 


- * -V IP 


y -f ip 


y * ip 


i**4 


CH 2 CH 2 


C=0(4) 


(4-0CF3) 7 * - IP 


^y^o e ip 


/ -MP 


X*IP 




CH 2 CH 2 


C=0(4) 


4 - f 7 x - 'j >U 


y o f ip 


y ip 


y * ip 


i**4 


CH 2 CH 2 


C=0 (4) 


(3-Me) 7x;^ 


r*ip 


y * ip 


y * ip 


ii*4 


CH 2 


C=0 (4) 


(3-C1) 7 x sip 


~ 4 e s IP 


y * ip 


y * ip 




CH 2 CH 2 


C=0 (3) 


(3,4-0Me)7 x s ;P 


4 y 7 o t* ip 


y * ip 


y * * 


ii*4 


CH 2 CH 2 


C=0(4) 


(3,4-Me) 7 ^ s ;P 


7" o t: ip 


y * >p 


y * ip 


i**4 


CH 2 


CH=CH(4) 


(3,4-01)7-*.=.* 


7> ip 


y * >p 


i * IP 


ii*4 


CH 2 CH 2 


C=0(4) 


(2,4-Me) 7 x sip 


- 4 *> ip 


y * ip 


y * ip 




CH 2 CH 2 


C=0(4) 


(2,4-Cl) 7 * sip 


4 y y a t* >p 


y +■ ip 


y * ip 


ii*4 


CH 2 CH 2 


C=0(4) 


(2-OH, 3,4-Me) 7 x - >\> 


<f y -t a t: ip 


y *;p 


y * ip 




CH 2 CH 2 ( 


>0 (4) 


(2,4-F) 7 x sip 


r/7'o e ip 


y + ip 


/ * ip 




CH 2 CH 2 ( 


>0(4) 


(2-0H,4-CF 3 ) 7 x ** 


fyyo t: ip , 


/ * ;p . 


t * ip j 


4*4 


CHjCHj C 


>=0 (3) 


(2-F ,4-OMe) 7 * * IP 


i y 7' o f ip , 


' + ip - 


/ o t* Ip j 




CH 2 CH 2 C 


H=CH(4) 


(2- F , 4-OPh) 7 * sip 


f y 7" o f IP ; 


' * jp , 


' + ip j 




CH 2 C 


=0(4) 




f y 7* o t* ip > 


' * ip / 


' -MP X 


**4 


CH 2 C 


H=CH(4) 
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X 1 -Y 1 -X 2 




O-C— C0 2 H 



(55#x R 1 , R'> RS R 5 > X 1 , X , aVY 1 tt*2 3X15 2 4IB«©*0 



) 
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[H2 3 J 



Dl 


1 p* 

1 R 


R 4 


R 5 


X 1 


Y 1 


- {!& 


(4-CF,) 7 a ~ ;u 


7* o f * 


/ * * 


/ + to 




CH a CH. 


» C*0(4) 


( 4 -Me) 7 a a H/ 


7' o tr to 


/ + to 


/ + to 




1 CH 2 CH 8 


C=0(4) 


(4-0Me) 7 x ^to 


7 + to 


/ + to 


/ + to 




CH 2 CH 2 


C=0(4) 


(4-0Ph)7 *-~>V 


- * •> * 


/ + to 


y + to 




CH 2 CH 2 


C=0(4) J 


(4-0CF3) 7 * - * 


4 y 7* o f ;p 


/ + to 


x + to 




CH 2 CH 2 


C=0(4) 


4 - IT 7 * - »; ^ 




/ + to 


/ +to 




CH 2 CH 2 


C=0(4) I 


(3-Me)7 * 


7+ to 


J + to 


/ + to 




1 CH 2 


00(4) 


(3-Cl)7 *-to 


* *s to 


/ + to 


/ + to 




CH 2 CH 2 


C=0(3) 


(3,4-OMe) 7 x - * 


4 V7nz'to 


/ * to 


/ + to 




CH 2 CH 2 


C=0(4) 


(3,4-Me)7 * - ^ 


7xj £ to 


/ + to 


J + to 




CH 2 


CH=CH (4) 


(3,4-Cl) 7 i - >U 


7+ to 


/ + to - 


x + to 




CH 2 CH 2 


D=0 (4) J 


(2,4-Me)7 * 


- * •> to 


/ + to 


/ + to 




CH 2 CH 2 ( 


>0(4) 


(2,4-Cl) 7 * a* 


A V 7vt'to 


/ + to 


/ +to 




CH 2 CH 2 C 


>0{4) 




H v 7 X3 1: to . 


* + to 


* + to j 




CH 2 CH 2 C 


=0(4) 


(2.4-F)7*a* 


4 V 7 o f to 4 


* + to 


* + to j 




CH 2 CH 2 C 


=0(4) 




i V 7x3 f >v j 


' + to j 


' + to 4 




CH 2 CH 2 C 


=0(4) 


|(2-0H t 3,4-Me) 7 * -4/ 


(V7'Dt> j/ 


f + to / 


*+to X 


^4 j 


CH 2 CH 2 C 


=0 (4) 
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[£2 4J 



R l 


R 2 


R 4 

• 


R 5 


X 1 


Y 1 




(2-0H,4-CF 3 ) 7 * - 4/ 


A y 7' o t* * 


/ + to 


*- + to 




CH 2 CH 2 


C=0 (3) 


(2-Cl,4-0Me) 7 * to 




/ + to 


7" o f to 




CH 2 CH 2 


C=0(4) 


(2-Cl,4-0Ph) 7 * 


4 y 7" o f 


/ + to 


/ +to 




CH 2 CH 2 


C=0 (A) 


7 * >W 




/ + to 


/ + to 




CH, 


CH=CH(4) 


2--J- 7 * to 


A y y o t * 


/ + to 


/ + to 




CH 2 CH 2 


C=0 (4) 


2-* >> ») 




/ + to 


/ + to 




CH 2 CH 2 


C=0(4) 


8-4 >> »J to 




/ + to 


/ * to 




CH 2 CH 2 


C=0(4) 




4 y 7 r o f >v 


/ * to 


S + to 




CH 2 CH 2 


C=D(4) 


2- tT ») S y * 


A V 7v £ to 


/ + to 


A + to 




CH r CH 2 


C=0{4) 




a y 7* o f * 


J + to 


/ + to 




CH 2 


CH=CH(4) 


2-7 v - ^ 


4 y y o £ n, 


/ + to 


J + to 


• 


CH 2 CH 2 


0*0(4) 


2-4 $ y m n> 




/ + to 


/ + to 




CH 2 CH 2 


&=0(4) 


2-4 > K »J to 


4 y 7' o t* >u 


/ + to 


/ + to 




CH 2 CH 2 


>0(4) 


2 — :>/77-^ 


4 y 7 o t: to 


/ + to 


/ + to 




CH 2 CH 2 ( 


5=0(4) 


2 — = > 3- — to 


i v1*\Cto . 


/ + to , 


/ +to 




CH 2 CH 2 C 


>0{4) 


2-~*>X4 I to . 


< y 7* o tr to . 


* + to , 


* + to J 




CH 2 CH 2 C 


=0(4) 



*J6?iMftOPPAR5ffittMtt, CV-l»tW5Mir 
K (GAL 4 - hPPARd LBD) % U#-*-7*7;U K (UAS 
x4 — TK — LUC) Xtf/?-;tf5* h>>;$r— fc? (0-GAL) ftmr^ZZ K 
S'^7x^J/g>K||DMRIE-C (Life Technologies 

) ti^7>77int, **ra^ftxttJfc«fls^*-e*«L- 1 6 5 0 
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L Stt %m&t S d t tc i D fc o 

ttx ;U^7x7-Hf?Sttl4/?-GAL«ttTf*|jEU L- 1 6 0 4 1^1 
W:tt©;i/^7i 7— BSttft 1 0 0 % IT, ffittfl&fc U K«tt*Jf Hi 



^2 5iBtgcDfii{3, ##§n{b-£t> (nnmi~6) £L- 1 6 5 0 4 1 tJt 

mt<&2 6fBUO»fc*|gW<b-&te (H»J7-6g) liL- 1 6 5 0 4 1 
fcJt^ ufit^Xli^mCPPAEdSfiMffl^^U £fc*&HJ<b 
£fe (£J60I7-12*) fcWTHU PPAEoMrSttftftfflfcifc^ p 
P A R 6 izft b« jRtt©»v^ttfl3^ffl § ^ b fc o 

S&SI2 7gB*©«fc*#6lj§fli^«5 (HM8- 1-8-4) ttL-16 50 
4 lfcib^s dftfcl^Xfcfc^tU^OPP AR<J«tt-fl3flEM*^u*. 

ftoT, *^W©-jfta (I) PP AH (SMttft 

AftPtTftk »JtffiT*k Bih *>fd-aX, 

&#>.m<Dm&mms rjiy/^v-m, &m&mms ®mm& (Mano h 

• et. Al. , (2 0 0 0) J. Biol. Chem. , 2 7 5:8126- 
8 13 2), n-fe |*>>*!B£, W hP7 ^_^ 0 ^^ N *3Htt£* 
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dft£>©W«fc:ttN »*®JW&»U iftttftU tt£»k «m*!U 

(CMC-Ca) TOJtbtf^ >$T;7* 

C) s 4f5^>s #U K=;i/KD 'JF> (PVP) ftZ&m? btlZo 

. 0. lmg-lOOmg, SPSS-* "CI B lmg-2 0 0 OmgT^S^ 4ff* 
1 

2 - f 4 - r 3 - [2- (2-^PP7i-;V) -5-^vrp^l/-4-^ 
(1) 4- [3- [2- 7i-;H -5-'fV7 , DK;i/-4-t# 

TK^bfeTHF (5mL) fc 6 0 %7fc^fb± h 'J •> A (40mg, 1. 00mm 

o l) ^Jnx.feo »^T2- [ (4-^>y;v**^) 

(3 0 0mg, 1. OOmmol) ©THF (5mL)gSt3 0#fflT*TU 
feo ififci?U3 0#3f#bfc^s 4-3-K^f-;U-5-^ V7D^-2- 
(2 -i?DD7i-;b) — ;i/ (3 6 2m g, 1. OOmmol) ZtitiZ. 

*U BSIfcftK (3. OmL) (0. 8mL) 5 RHiMMltt 
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I^i^^fiMi (2 3 0mg) hUTfffco OK* 6 5%) 
1H-NMR (CDC 1 3) 4 0 0 MHz) 
5 : 

1.32(d, 6H,J = 7Hz), 

2. 9 6 (t , 2H 5 J= 7H z) , 

3 . 15-3. 30 (m, 1 H) , 
3. 2 7 (t, 2 H , J = 7 H z ) , 

6. 7 8 (d, 2H, J = 8Hz) , 

7. 1-7. 2 (br, 1H) , 
7. 3- 7 . 4 (m, 2H) , 

7. 4 5 - 7. 5 0 (m, 1H) , 
7. 7 9 (d, 2H 3 J= 8H z) 
7. 90-7'. 95 (m, 1H) 

(2) 2 - [4 - [3 - [2 - (2-^DD7x-;i/) -5-^770^-4 
-;**i*-\/»J;H 7*Dif*-;i/] 7i-;i/t^r'>] -2-^^7DKt>»i 

±IB ( 1) ■C*&ftfe7i;-M*» (2 2 Omg, 0. 5 9mmolK 
2-7D^-2-^^l/7Dtt>Si^ (3 48mg } 1. 78mmol) 
n IfcKay £A ( 2 4 6 mg, 1. 7 8mmo 1) * p< f-frx.?jiu>r h> (5m 
L) 2 0«Jo$Mb£o SlCSUfts ?Sl3$tt 

-S-WftlRftatt* (2 3 Omg) tLT'fttzo (iR*8 1%) 
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1H-NMR (CDC 1 3, 4 0 0MHz) 

6 : 

1. 20 (t, 3H, J = 7Hz) , 
1. 30 (d, 6H, J = 7Hz) , 

1 . 6 4 (s, 6H) , 

2 . 96 (t, 2 H, J = 7Hz) , 
3 . 10-3. 25 (m, 1 H) , 

3. 34 (t, 2H, J = 7Hz) , 

4. 2 1 (q, 2H, J = 7Hz) , 
6.81(d,2H, J = 8Hz), 
7. 3-7. 4 (m, 2H) , 

7. 4 5 - 7. 5 0 (m, 1H), 
7. 9 1 (d, 2H, J = 8Hz) , 

7 . 9 0 - 7. 9 5 (m, 1 H) 

(3) 2- [4- [3- [2- ( 2 -7 D D 7 x -5--fV7D^-4 
-^"^■y-V" U;i/] fW*-)^ 7*-JV**i/] - 2 -^^;i/7*D v*>m 

±13 ( 2) trff^frfc^T 1 ^** (2 2 Omg, 0. 4 5 mm o 1) |x^;- 
;i/-7jc (6mL-3mL) ©fi^»«Efc*»**fcfilN U A-*#D& 

(4 0mg) ^SD^.feo ^tt2 0HMm £Jfc**fc*x ft«K*3lD^ 

^T**««-(h*«*150igfffc. (»7 2%) 
■H-NMR (CDC 1 3 , 4 0 0MHz) 

<y : 

1. 3 1 (d, 6H, J = 7Hz) , 

1. 65 (s, 6H) , 

2. 9 6 (t, 2H, J = 7Hz) , 
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3. 15-3. 30 (m, 1 H) , 
3. 28(t,2H, J = 7Hz), 

6. 8 8 (d, 2H, J = 8Hz) , 

7. 3 - 7 . 4 (m, 2 H) , 

7. 4 5 - 7. 5 0 (m, 1 H) , 
7. 83 (d, 2 H , J = 8 H z ) , 
7. 9- 7 . 9 5 (m, 1 H) 

mmm2 

2- [4- [3- [2- (4-^PP7x_;i/) - 5 - 7u tf;i/- 4 ±VV 

(1) 4- (3- (2- (4-^DD7i^;i/) -5-7Dtr;v-4-t^-ty 
rp tr#-;i/) 7i;-ji/ 

'H-NMR (CDC 1 3) 4 0 0MHz) 
6 : 

0. 9 9 (t, 3H, J = 7Hz) , 

1. 6 5 - 1. 8 0 (m, 2H) , 

2. 72 (t,2H, J = 7Hz), 

2. 9 1 (t, 2H, J = 7Hz) 

3. 2 8 (t, 2H 5 J = 7Hz) , 

6. 70 (brs, 1 H) , 

6 . 8 1 ( d , 2 H , J = 8 H z ) , 

7. 3 9 (d, 2H, J = 8Hz) , 
7. 8 1 (d 3 2H, J = 8H z) , 
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7. 9 0 (d, 2H, J = 8Hz) 
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(2) 2- [4- [3- [2- (4-£DD 7x-;i/) - 5 -7*D^;i/-4 -3)" 

7dm-;^ 7i=m*/] - 2 -^^rn t?;*>^ x?- 

1R^5 9 % 

'H-NMR (CDC1 3J 4 0 0MHz) 
5 : 

0. 9 8 (t, 3H, J = 7Hz) , 

1. 2 1 (t, 3H, J = 7Hz) , 
1 . 6 4 (s, 6H) , 

1 . 7 0 - 1. 8 0 (m, 2H) , 

2. 68 (t, 2 H, J = 7Hz) , 

2. 91 (t, 2H, J = 7Hz) , 

3. 32 (t , 2H, J = 7Hz) , 

4. 2 1 (q, , 2H, J = 7Hz), 

6. 82 (d, 2H, J = 9Hz) , 

7. 3 9 (d, 2H, J = 8Hz) , 
7. 8 9 (d, 2 H, J = 8Hz) , 
7. 9 1 (d, 2H, J = 9Hz) 

(3) 2- [4- [3- [2- (4-^DD7xrM - 5 -7*Dt^-4 

*iJ-i/u;i,] roif^-n;]/] 7j-w+>>] - 2 -^^;u7"d tr^->K 

iR* 8 4% 
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PCT/JP01/06836 



•H-NMR (CDClj, 4 0 0MHz) 
6 : 

0. 9 8 (t , 3H, J = 7Hz) , 
1.68 (s, 6H) , 

1.7 0 - 1. 8 0 (m, 2H) , 
2. 70 (t, 2H, J = 7Hz) , 

2. 9 1 (t, 2H, J=7Hz) 

3. 24 (t, 2H, J = 7 H z ) , 

6.8 9 (d, 2H, J = 9Hz) , 
7. 39 (d, 2H, J = 8Hz) , 
7.8 9(d,2H,J = 8Hz), 
7. 8 9 (d, 2H, J = 9 Hz) 

2- [4- [3- [2- (2-^PP7i^) -5-^V7P^-4-^-» 
(1) 2- [4- [3- [2- (2-^DD7irji/) - 5 -4 V7*d 4 

(1 -t KP*W $y) 7-D.e;!/] 7irWJp^] -2- 

2- [4- [3- [2- (2-£DD7x-;u) -5--f V7 , DtA-4-t 

*tfv";;iO 7'dm-^ 7ixwm -2-/^7Dtt>8i^ 

(6 0mg, 0. 124mmol)s h K d *i/;]/T $ >1&®m ( 2 6 mg , 0 
. 3 7 2mmo 1 ) (2mL) -x*y-;i, (3mL) + N 2 0B#Hg 
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JEfi*b»atfc^fe»tt»Tf»5»j8^«J (45mg) 

mmi 4%) 



1 H — NMR (CDC 1 3 , 4 0 0 MHz) 
6 : 

1 . 2 0 (t, 3H, J=7Hz) , 

1. 22 (d, 6H, J=7Hz) , 
1 . 5 8 (s, 6H) , 

2 . 8 6 (t , 2H, J = 7H z) , 

2 . 9 5 - 3.0 5 (m, 1 H) , 

3. 13 (t, 2H, J = 7Hz) , 

4. 19 (q, 2H, J= 7H z) , 

6 . 7 8 (d, 2H, J = 9 H z) , 

7 . 3 0 - 7.4 0 (m, 2 H) , 
7 . 4 0 - 7. 5 0 (m, 1H) , 

7 . 5 3 (d, 2H, J= 9 H z) , 
7 . 9 5 - 8. 0 0 (m, 1 H) 

(2) 2- [4- [3- [2- (2-^PD7i-ib) -5-fV7Dt^-4 
U;u] (1-b Kp*W /d^] 7 x^;]/**^] - 2- 

IfBO^^^AHi* (4 0mg, 0. 08mmol) Sx^^-^-* (2m 
L-lmL) ©«-&**t*l»**&«s ( 1 Omg) 

«B* 3 5mg#feo 
(IR*9 2%) 
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1 H - NMR (CDCl 3s 4 0 0MHz) 
6 : 

1 . 2 2 (d, 6H, J= 7 H z) , 

1 . 6 0 (s, 6H) , 

2. 8 8 (t, 2H, J=7Hz) , 

2. 9 5 - 3. 0 5 (m, 1 H) , 

3. 14 (t, 2H, J=7Hz) , 
6.82 (d, 2H, J = 9Hz) , 
7. 2 5- 7.4 0 (m, 2H) , 
7. 41 ( d , 2H, J = 9 H z ) 
7. 4 5 - 7. 5 0 (m, 1H), 

7 . 8 5 - 7. 9 0 (m, 1 H) 



PCT/JPOl/06836 



2- [4- [3- f 2 - (2-^PP7x-;i/) -5-^V7d^-4-^-» 
g^/JJjk] - l-bFP»^7D^l 7x-;m->] -2-^^;t/7-p^ 

(1) 4- [3- [2- (2-^DD7x-;i/) -5--T V7*Dtf;i/-4-^-^ 

**fl3'Jf!>A7;i/U!>A (2.5mg, 0. 659mmol)£THF(5 
mL) WtT4 - [3- [2- ( 2 n D y = - 

5--T vrDtf;i/-4-*#*^y;i/] :rD.e*=;b3 7i;^ (2 4 0mg 
, 0. 6 5mmol) £ 3 #F^T-» bfc 0 *#TT* 1 bfcgL Sfcg 

fc«lt6ffl#£n?fc3«Jl'fb-&«3&2 2 OmgUL («9 1 %) 
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1 H-NMR (CD C 1 3, 4 0 0MHz) 
6 : 

1. 30 (d, 3H, J = 7Hz) , 

1. 3 1 (d, 3H, J = 7Hz) , 

2. 0-2. 1 (m, 2H) , 

2. 6-2. 8 (m, 2H) , 

3 . 0 0-3. 15 (m, 1 H , ) , 

3. 9—4. 0 (br, 1H) , 

4. 7 7 (t , 1 H, J = 6 H z) , 

5. 6-5. 7 (br, 1 H) , 

6. 76 (2H, d,J = 8Hz), 

7. 2 3 (2H, d, J = 8Hz) , 
7. 3 0 - 7. 4 0 (m, 2H) , 

7 . 4 5 - 7. 5 0 (m, 1 H) , 
7. 9 5-8. 0 (m s 1 H) 

(2) 2- [4- [3- [2- ( 2-^DD7x-;i/) -5-^V7d^-4 
-*W^] - 1 - 1 KD + ^rn 7i-M^^] -2-^;i/7* 



±18© 7 i;-Mb^ (llOmg, 0. 296mmol)s 2-7'D^- 
2 - ^^7DK*>|x^ ( 1 7 3mg, 0. 8 8 7mmo 1) , >J 
")A (122mg, 0. 8 8 7mmol) §^f;i/x^;^hy (3mL) 
2 0B#IH;&D3fc»SEl,feo gfflfcHbfeSU 7i$9liSIs 

^77^- (^>/»8x^=5/l) [4- [3- [2 

- (2-7dd7i->) - 5-'fV7'Dt;v-4-t^t 4 ;'j;v] -1-th' 
D + ^T'DtM 7i-;m^] -2-^f;i/7*D^>H x^;i/£$mg$ 
tt(12 5mg) atife. OK* 8 7%) 
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Z07ot>*>mmmit (80mg, 0. lemmol)*!^-^ 
(2mL- lmL) ik®® (1 0 

mg) ZMXtzo iifcT2 0^jSm £«&£*#U #i£S££;&D;L* 

#^?&5lilJSft£«5 5mgf#& 0 
(W7 3%) 
1 H — NMR (CDC I,, 4 0 0MHz) 
(5 : 

1. 2 9 (d, 3H, J = 7Hz) , 
1 . 3 1 ( d , 3 H , J = 7 H z ) , 

1. 5 4 (s, 6H) , 

2. 0-2. 2 (m, 2H) , 

2. 69 (t, 2H, J = 7Hz) , 
2. 9 5-3. 15 (m, 1 H) , 
4 . 7 8 ( t , 1 H , J = 7 H z ) , 

6. 8 6 (d, 2H, J = 8Hz) , 

7. 2 5 (d, 2H, J = 8Hz) , 
7. 3-7. 4 (m, 2H) , 

7. 4 5 - 7. 5 0 (m, 1 H) , 
7 . 9 0 - 7. 9 5 (m, 1 H) 

mmm 5 

2- [4- [3- r 2 - ( 2-^DD7i-;y) -5-i'V7D^l/-4-t» 
-l-7D^-;i /] 7x-;ui-^->] - 2 - * rp V* >® 

(1) 4- [3- [2- (2-^DD7x-;i,) -5-fV7'De;i/-4-t+ 
*VU^] 7-D^-;H 7i;-jl/ 
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4- [3- 12- (2-^DD7irf) -5-^V7D^/l/-4-^^; 
U>] - 1 -fc 7i;-jK110mg ( 0 2 9 6 mm o 

1) , h (1 7mg, 0. 0 9 2mmo 1) £ N 

*x> (2mL) 4>T2 OMMMb&o SttBgu 

3 Omg) £ bT#fco 
OR* 2 8%) 
1 H — NMR (CDC 1,, 4 0 0MHz) 
6 : 

1. 3 4 (d, 6H, J = 7H z) , 

3. 1 0-3. 2 0 (m, 1H) , 

3. 4 5 (d, 2H, J = 6Hz) , 

6. 15 (d t , 1 H, J = 6, 16Hz), 

6.3 4 (d, 1H, J=l 6Hz) , 

6. 36 (s, 1H), 

6. 7 0 (d, 2H, J = 8Hz) , 
7.0 9 (d, 2H, J = 8Hz) , 

7. 3- 7. 4 (m, 2H) , 
7. 4-7. 5 (m, 1 H) , 

7 . 9 5 - 8. 0 0 (m, 1 H) 

(2) 2- [4- [3- [2- (2-^DD7x-;u) - 5 -4 V 7*D t:;i/- 4 

±$0 7 ( 3 0 mg, 0. 0 8 4mmol), 2-7*d^-2 

^^7Dtt>|if;i. (50mg, 0. 2 5 4mmol) N U £A 

(3 5mg, 0. 254mmol) £p< *)\, x h> (3mL) 
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tc&s 2 0KIJDIISU. aiCRUfcls ft^;p If 

» (2 8ms) LTf#£ 0 
(J»7 0%) 

' H-NMR (CDC1 3J 4 0 0MHz) 
6 : 

1 • 2 4 ( t , 3 H , J = 7 H z ) , 

1. 3 2 (d, 6H, J = 7Hz) , 

1 . 54 (s, 6 H ) , 

3. 0 5-3. 1 5 (m. 1H) , 

3.4 7 (dd. 2H,J=l ) 6Hz) ) 

4- 2 2 (q, 2H, J= 7Hz) , 

6- 1 5 (d t, 1H, J = 6, 1 6Hz) , 

6. 34 (dd, 1H, J = l, 1 6Hz) , 
6- 7 7 (d, 2H, J=8Hz) , 

7. 23 (d, 2H, J = 8Hz) , 
7. 3 0 - 7 . 4 0 (m, 2H) , 

7 . 4 5 - 7. 5 0 (m, 1H) , 
7. 95-8. 00 (m, 1H) . 

(3) 2- [4- [3- [2- (2-^D7x-M -5^yrn^- 4 

-**#vn;*] -i-ro^A] 7x=^^ 3 -2-^;^d^> 



±i©7DW>i M# (25m g) 0. 0 5 3mmol)^;-^ 
7Jc (2mL-lmL) ©»*Jg«fc»fp** fc || % *M y**A-**jf> < 6 
mg) tJD^fc. MfcT 2 0 sis»*t*^ **»*Jnit+fll 
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5«fift^ft*15mg»fe, OK* 6 3%) 
1 H — NMR (CDC1,, 4 0 0MHz) 
6 : 

1. 3 3 (d, 6H, J = 7Hz) , 

1 • 5 7 (s, 6H) , 

3. 0 5 - 3. 2 0 (m, 1 H) , 

3.4 8 (dd, 2H, J = 1 , 6Hz), 

6. 2 0 - 6. 3 0.(m, 1H) , 

6.4 2 (dd, 1H, J=l, 1 6Hz) , 
6 . 8 6 (d, 2 H, J = 8 H z) , 

7. 2 2 (d, 2H, J= 8 H z) , 
7 . 3 0 - 7. 4 0 (m, 2 H) , 
7. 45 — 7. 50 (m, 1H) , 
7. 9 5 -8. 0 0 (m, 1 H) . 

mmm e 

2- [4 - [3- r 2 - (2 P P 7x=M -5--fV7 , P^-4-^Jr 

:rpfc:;n 7irw>>i -2-,*?-;i/:/pg;j->R 

2- [4- [3- [2- (2-^DD 7 x -;^) -5-^ 
*WVAl - 1 7ir;^dri/] _2-^^;i,7 , Ptr^>^ 

x^;i/(40mg, 0. 0 8 5mmo 1) Ox^y— ;v (8mL) 10 
%Pt-C (8ms) fcanifeSL 7j<s}f#BMT (»£E) fcT 8 BIBmmbfc. 

*l/7-f >#0*j«c4JtBlyfcftx tJc (3mL) ft £tffc**ft5 U A-# 
lot) (6mg) £an*2 OI$IH»#bfco £jfc»*£*#U 

&s »»x^ftjp*fe 0 lii^^ife^ h y 
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(1 7mg) t bT'&tzo 
(2X^JK^4 5%) 



PCT/JP01/06836 



1 H-NMR (CD C 1 3) 4 0 O'MHz) 
6 : 

1. 2 9 (d, 6H, J=7Hz) , . 
1 • 5 6 (s , 6H) , 

1 . 8 5 - 2. 0 5 (m, 2 H) , 

2. 5 6 (t, 2H, J= 7 Hz) , 
2. 6 5 (t, 2H, J= 7Hz) , 
2. 9 5-3. 10 (m, 1H) , 
6.8 7 (d, 2H, J = 8Hz) , 
7. 1 1 (d, 2H, J=8Hz) , 
7. 3 0 - 7. 4 0 (m, 2H) , 
7. 4 5- 7. 5 0 (m, 1H) , 
7. 9 0 - 7. 9 5 (m, 1H) . 

(7-1) 

2- [4- [2- (2-^PP7x-)M -5->fV7D^-4-±W 

m p 1 2 0 - 1 2 1 °C 

'H-NMR (CDC1 3J 4 0 0MHz) 
5; 

1. 3 4 (6H, d, J = 7Hz) , 
1. 6 5 (6H, s) , 
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3. 4 1 (1H, qq, J=7Hz, 7Hz), 

4. 5 3 (2H, d, J = 6Hz) , 

6. 8 9 (2H, d, J = 9Hz) , 

7. 2-7. 4 (2H, m) , 

7. 47 ( 1H, d d, J= 1 H z, 8Hz), 
7. 6 7 (1H, dd, J=lHz, 8Hz) , 
7. 6 9 (2H, d, J = 9Hz) , 
7. 7 9. (1H, t, J = 6Hz) . 
I R vmax (KB r ) cm" 1 ; 

3381, 3377, 2974, 1701, 16 97, 1662, 1605, 

1574,1541, 1500, 1460,1439, 1385, 1288, 
1246, 1188, 1155, 1053, 1022, 966, 910, 
850, 796, 766, 737, 654, 636, 592. 

(7-2) 

2- [4- f 2 - ( 2 dp7x-;u) -5->ry:rpE;i/-4-a-:fr-fryr 

1 H — NMR ( C D C 1 3 , 4 0 0MHz) 

1. 3 5 (6H, d, J = 7Hz) , 
1 . 5 6 (6H, s) , 
3. 2 5 ( 1H, m) , 
3. 6 7 (2H, s) , 
6.8 8 (2H, d, J = 9Hz) , 
7. 3 5- 7. 4 0 (2H, m) , 
7. 4 3 (2H, d, J = 9 Hz) , 
7.5 3 ( 1 H, m) , 
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7. 9 3 ( 1 H, m) , 
9. 3 9 (1H, s) . 
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(7-3) 

2~ [4- [4- \2- f3-»pp7x^Jl /) -5^V7n^- 4 -i 

1 H — NMR (CDC 1 3 ) 4 0 0 MHz) 
6; 

1. 30 ( d , 6H, J=7Hz) 

1. 6 6 (s, 6H) 

2. 04 (m, 2H) 

2. 62 (t, 2H, J = 7Hz) 

2. 91 (t, 2H, J = 7Hz) 

3. 10 (m, 1 H) 

6.91(d, 2H,J = 9Hz) 
7. 3-7. 5 (m, 3H) 
7. 87 (d, 2H, J = 9Hz) 
7- 9 1 (m, 1 H) 

(7-4) 

2- [4- f3- f2- fz, 4-^pd7»^) z^jLvrp^Lz 

flfe&p 1 0 0 - 1 0 5°C 
1 H — NMR ( CD C 1 j , 4 0 0MHz) 
S; 

1. 30 (d 3 6H, J = 7Hz) , 
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1. 6 5 (s, 6H) , . 

2. 9 5 (t, 2H, J = 7Hz) ,. 

3. 20 (qq, 1H, J=7Hz, J=7Hz) , 
3. 2 8 (t, 2H, J=7Hz) , 

6. 88 (d, 2H, J = 8Hz) , 

7. 2 9 (d d, 1H, J= 2. 9Hz), 
7.4 9 (d, 1 H, J = 2Hz) , 

7. 8 5 (d, 1 H, J = 9Hz) 
7. 8 5 (d, 2 H, J = 8Hz) 

(7-5) 

2- [4 - [ 3 - f 2 - (2, 4-^PP7x-;j,) - 5 V 7*D 

1 H — NMR (CDClj, 4 0 0MHz) 
8; 

1. 00 ( t , 3H, J = 7Hz) , 
1. 30 (d, 6H, J = 7Hz) , 
1. 5 7 (s, 3H) , 

1 . 90 — 2.10 (m, 2 H) , 

2. 95 (t, 2H, J=7Hz) , 

3 . 15-3. 40 (m, 3 H) , 

6. 9 0 (d, 2H, J = 8Hz) , 
7.3 0 (dd, 1H, J= 2. 9Hz) , 

7. 4 9 (d, 1 H, J = 2Hz) , 
7. 8 8 (d, 1 H, J = 9Hz) , 
7. 9 0 (d, 2H, J = 8Hz) 
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(7-6) 

2- 14- r 3 - r 2 - (2 , 3-^DD7ir^) -5- v/Dt/^ 



• 1 H-NMR (CDC 1,, 4 0 0MHz) 
5; 

1. 3 1 (d, 6H, J = 7Hz) , 
1.69 (s , 6 H) , 

2. 9 3 (t, 2H, J=7Hz) , 

3. 2~3 . 3 (m, 3H) , 

6. 8 9 (d, 2H, J = 9Hz) , 

7. 4 9 (d, 1H, J = 8Hz) , 

7. 7 8 (dd, 1H, J=2 and 8 Hz) , ' 

7. 81 (d, 2H, J = 9.Hz) , 

8. 0 3 (d, 1H, J = 2Hz) . 

(7-7) 

2- [4- [3- \2- ( 2-^>V75-jl) -5-^V7'D^-4-t 
*WVJ\,1 7-Dfc-^-;i/1 7irM^l -2-**)l7av*^M 



mp 1 3 5 - 1 3 9°C 
'H-NMR (CDC 1 3 , 4 0 0 MHz) 
5 ; 

1. 3 3 (d, 6H, J = 7Hz) 
1 . 6 9 (s, 6H) 

2. 96 (t, 2H, J = 7Hz) 

3. 24 (m, 1H) 
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3. 32 (t, 2H, J=7Hz) 

6. 9 1 (d, 2H, J = 9Hz) 

7. 2-7. 3 (m, 2 H) 
7. 3 6 (m, 1H) 

7. 5 5 (d, 1 H, J = 8Hz) 
7. 6 2 (d, 1 H, J = 8Hz) 
7. 8 6 (d, 2H, J = 9Hz) 

I R vmax (KBr) cm" 1 ; 
2968, 1713, 1680, 1633, 1599, 1572, 1504, 
1470, 1412, 1360, 1302, 1257, 1215, 1149, 
1111, 1032, 964, 849, 8 16, 744. 

(7-8) 

2- [4- f 3 - r 2- ( 4-tf7^-U;b) -5-^V7D^-4-^ 

1 H — NMR (CDC 1 3 , 4 0 0 MHz) 
8; 

1 . 3 2 (d, 6 H, J = 7 H z) 

1. 6 9 (s, 6H) 

2. 9 5 (t , 2H, J = 7Hz) 
3 . 1 - 3 . 3 (m, 3 H) 

6. 8 9 (d, 2H, J = 9Hz) 

7. 3-7. 7 (m, 7H) 

7. 7 7 (d, 2H, J = 9Hz) 

8. 0 2 (d, 2H, J = 8Hz) 
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(7-9) 

2 - [4 - f3 - T2 - (1 - b FD»S/-2-j-7^) - vztuy. 



1 H-NMR (CDC1 3) 4 0 OMHz)' 
6 ; 

1 • 3 0 (d, 6H, J= 7Hz) , 

1 • 6 6 (s, 6 H) , 

2.9 8 (t, 2H, J=7Hz) , 

3.2 2 (qq, 1H, J = 7Hz, 7Hz) 

3. 3 6 (t, 2H, J= 7Hz) , 

6.9 2 (d, 2H, J = '8Hz) , 

7. 37 (d, 1H, J=9Hz) 

7. 4-7. 6 (m, 2H) , 

7. 7 7 (dd, 1H, J = 2, 9Hz) , 

7. 8 1 (d, 1 H, J = 9Hz) . 
7 9 4 ( d , 2H, J = 8Hz) 

8. 3 9 (dd, 1H, J = 2, 9Hz) 

(7-10) 

.2- [4- [3- f 2 - ( 2, 4-^DD7irM -5--^V^DK;b 



1 H — NMR (CD C 1 3) 4 0 OMHz) 
6; 
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1. 33 (d, 6H, J = 7Hz), 

1. 5 7 (s, 6H) , 

3. 1 0 (m, 1 H) , 

3. 4 8 (dd, 2H, J = 1, 6Hz) , 

6. 2 5 (m, 1H) , 

6. 42 (dd, 1H, J=l, 1 6Hz) , 

6. 8 6 (d, 2H, J = 8Hz) , 

7. 2 5 - 7. 3 5 (m, 2H) 
7. 5 0 (d, 1 H, J = 2Hz) 
7. 9 2 (d, 2 H, J = 8Hz) 

(7-11) 

2- [4- [3- T2- ( 3-bl?D»j/-2-j-7^) -Z-JvzTuy 



1 H — NMR (CDC1„ 4 0 0MHz) 

1. 3 7 (d, 6 H, J = 7Hz) , 

1. 6 6 (s, 6 H) , 

2. 9 7 (t, 2H, J = 7Hz) , 

3. 2 5 (m, 1 H) , 

3. 3 5 (t, 2H, J = 7Hz) , 

6.9 2 (d, 2H, J = 9Hz) , 

7. 3 0 (m, 1 H) , 

7 . 3 5 (s, 1 H) , 

7. 4 3 (m, 1 H) , 

7. 6 8 (d, 1 H, J= 7Hz) , 
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7. 8 1 (d, 1H, J=7Hz)„ 
7. 9 3 (d, 2H, J=9Hz) , 
8.30(8, 1H). 
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(7-12) 

2- r 4 - r 3 - \2- (4-^pp-2-h Kd^>7x-^ -s-^w 
2^JkiiA ^t±2llJk2 yp^=JH Z^ikj^jJ 

'H-NMR (CDC 1 3 , 4 0 0 MHz) 
6; 

1 • 3 1 (d, 6 H, J= 7Hz) , 
1 • 6 7 ( s , 6 H ) , 

2. 9 4 (t , 2 H, J = 7Hz) , 

3. 2 0 (m, 1 H) , 

3. 3 1 (t, 2H, J=7Hz) , 

6. 9 0 (dd, 1H, J = 2 and 9Hz), 

6. 9 3 (d, 2H, J = 9Hz) , 

7. 03 (d, 1H, J = 2Hz), 
7- 6 8 (d, 1H, J=9Hz) , 
7. 9 1 (d, 2 H, J = 9Hz) . 

(7-13) 

2- [4- [3- 12- ( 4 -7p^-2-^pp7i^) 
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1 H -NMR (CDC 1 3 3 4 0 OMHz) 

1. 3 0 (d 3 6H, J = 7Hz)' 

1. 6 5 (s, 6H) 

2. 9 5 ( t, 2H, J = 7Hz) 

3. 2 0 (m, 1 H) 

3. 26 (t , 2H, J = 7Hz) 

6. 8 7 (d, 2H, J = 9Hz) 

7. 43 (dd, 1H, J = 2, 8Hz) 
7 . 6 5 (d, 1 H, J = 2 H z) 

7 . 7 6 (d, 1 H, J = 8 H z) 
7. 83 (d, 2H, J = 9Hz) 

(7-14) 

2- [4 - T3- f 2 - (3-£pp-4-£7x-iJ;i/) -5-^y:Tpg 

1 H — NMR (CDC 1 3 3 4 0 0 MHz) 
6; 

1. 32 (d, 6H, J = 7Hz) 

1. 6 5 (s, 6H) 

2. 97 (t, 2H, J-7Hz) 

3. 22 (m, 1 H.) 

3. 27 (t, 2H, J = 7Hz) 

6. 8 8 (d, 2H, J = 9Hz) 

7. 3-7. 5 (m, 3H) 

7. 5 3 (dd, 1H, J = 2, 8Hz) 
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7. 5-7. 6 (m, 2H) 
7. 7 1 (d, 1H, J=2Hz) 
7 . 8 2 (d, 1 H, J = 9 Hz) 
7.9 5 (d, 2H, J = 8Hz) 
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mmm 8 

(8-1) 

_2- [4 - f3 - f2 - f (4-hiJ7Mp^^) ZL^ikj -4-**)), 

6£^H mp 158-1 60*0 
1 H — NMR (CDC1„ 4 0 0MHz) 
6; 

1. 6 8 (s, 6H) , 

2. 4 5 (s, 3H) ■ , 

3. 2-3. 35 (m, 4H) 

6. 9 3 (d, 2H, J = 9Hz) , 

7. 6 3 (d, 2H, J = 9Hz) , 
7. 9 1 (d, 2H, J = 9Hz) , 
7. 9 6 (d, 2H, J = 9Hz) . 

( 8 - 2 ) 

_ 2- [3- [3- f2- ( 2 , 4 -^DD7 I ^) -5-^V7d^-4 
Z^Jtl^jm ZJEJL*^2kl ?x -H ^1 
6fe3£Hmp 115-120°C 
1 H — NMR (CDC1 3 , 4 0 0MHz) 
5; 

1. 3 1 (d, 6H, J=7Hz) , 
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1 . 6 2 (s, 6H) , 

2. 9 2 (t, 2H, J = 7Hz) , 

3. 16 (qq, lH,J = 7Hz, J = 7Hz), 
3. 24 (t, 2H, J = 7Hz) , 

7. 16 (dd, 1H, J = 2, 9Hz), 
7. 3 4 (dd, 1H, J = 2, 9Hz) , 
7. 3 5 (t 4 1H, J = 9Hz) , 
7. 5 1 (d, 1H, J = 2Hz) , 
7. 6-7. 7 (m, 2H) , 
7.88(d,lH,J = 9.Hz) 

(8-3) 

2- [4- [3- T2- ( 2, 4-y»DD7x^) -5-^V7p^1/-4 

( 1 ) 3- f 2 - ( 2, 4-y^DD7i-jl/) -5-fV7Dt:jl/-4^#» 

*#UfeTHF (1 5mL) fc 6 0 X*j|Hb*- K»J •> A (1 2 Omg, 3. 0 
Ommo 1) £2>n*fc 0 «V>T2- [ ( 4 -^<> ^;i/^^^>) *<>\/-r;p] ftg 
x*;i, (9 0 Omg, 3. 0 2mmo 1) ©THF (1 5mL) &M&3 0#||fl 
T'ffiT Vtzo 0£i*#Ufc& N 4 -3- r^^JU- 5 -^ y^D"K 

;i>-2- (2, 4-^DD7x^) j*-*^-;!/ (1 . 20 g) 3. 00m 

moi) *jn*fc 0 mmmm%Tizz2 ommmmmmvtzms ^chuth 

F^iEg^bfe, 2itt£gtgt (7. 5mL) (2. OmL) *m?L5 

o ******** mino***** h v * a*** s **2kT«#u«t* 
»hij^tm Mibfc, »Kx*;i/£»jEg:£^ mat**/*)*?;), 



74 



W0 02/14291 PCT/JPOl/06836 

MHb£ft£ftJt&&ltJI (6 5 Omg) t VTntz« (JRafs5 3%) 
1 H - NMR (CDC1 3J 400MHz) 
6 : 

1. 3 2 (d, 6H, J=7Hz) , 

2. 9 6 (t , 2H, J = 7Hz) , 

3 . 2 2 (q q, 1 H, J = 7 H z, 7 H z) , 

3. 2 5 (t , 2H, J = 7Hz) , 
6.77(d,2H, J = 8Hz), 

7. 2 9 (dd, 1H, J = 2, 8Hz), 
7. 4 9 (d, 1H, J = 8Hz) , 
7. 6 0 (b r s , 1 H) , 
7.7 6 (d, 2H, J = 8Hz) , 
7. 84 (d, 1H, J=8Hz), 

(2 ) 3- [ 2 - (2, 4-^^DP7x_;u) - 5--f V7'p^-4-^» 

±IB©7xy-;MBHMMl. OOg, 2. 4 7mmol) N A-V*?-)\,7 
^tiJJ?> (30mg, 0. 25mmol) N M;xf/i/7$> (0. 7mL 
, 4. 9 4mmo 1) SdryWt> ( 5 . OmL) tgi^tf;^ 
TCTift^^WA;w^^> (3 6 7mg, 2. 9 7mmol) m 

tT»»r5ci:-e±iB©*f[fls^ttftiRneatt^ (i. 1 5g ) ^ur^k 

o (W9 5%) 

J H-NMR (CD C 1 3S 4 0 0MHz) 
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6 : 

1. 3 1 (d, 6H, J = 7Hz) , 

2 . 98 (t, 2 H, J = 7 H z)' , 

3.2 0 (qq, 1H, J=7Hz, 7Hz) , 

3. 3 6 (s, 3H) , 

3. 3 9 (t , 2H, J = 7Hz) , 

3. 4 6 (s, 3H) , 

7. 15 (d, 2H, J = 8Hz) , 

7. 3 0 (dd, 1H, J = 2, 9Hz) , 

7.4 9 (d, 1H, J = 2Hz) , 

7. 8 9 (d, 1 H, J = 9Hz) , 

8. 0 4 (d, 2H, J = 8Hz) , 

(3) 3- [2- (2, 4— y^PP7i^) -5-^V7P^l/-4-^ 

jpjbL!22kJ - l- [ LijiL2ii±2k^2kZl^ m;v7 7-M 7_x^jtj 7; 
p^>- 1 -£> 

±MQ>3-**)\>)^4 frfc ( 1 . 10g, 2. 24mmol) Sn-r^r 
( 1 5mL) rt^2 5 0-CfcT 8«rWin**««Ufc. 

/»gx?;i/= 3 / 1 ) fctf LSiSSlf £ c: 2: T!±IB©*]lfc*«j*«*Sffl#ft 
(3 5 0mg) iltff;, (W3 1%) 
1 H — NMR (CDClj, 4 0 0MHz) 
6 : 

1. 31 (d, 6 H , J = 7Hz) 

2. 98 (t, 2H, J = 7Hz) , 

3. 0-3. 2 (br, 6 H) , 

3. 19 (qq, 1H, J = 7Hz } 7Hz) , 

3. 3 9 (t , 2H, J = 7Hz) , 

7. 30 (dd, 1H, J = 2, 9Hz) , 
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7.49 (d, 1H, J=2Hz) , 
7. 5 8 (d, 2H, J = 8Hz) , 
7. 8 8 (d, 1 H, J = 9Hz)' , 
7. 9 8 (d, 2H, J = 8Hz) , 



PCT/JPOl/06836 



(4) 3- r 2 - ( 2, 4-^^PP7x-;t/) -5-^V7'D^-4-t^ 

±B©**;«^H (3 3 5mg, 0. 6 8 mm o 1 ) £ d r y ^ * J -)i 
(8mL)C§I$^ 0. 5N Me ON a ( 2 . 0 mL) 2 0B# 

»fcfi#©*«fl3^**«JteftH(#: (2 7 7mg) Jiltffeo (fflJR*9 7 
%) 

'H-NMR (CDC 1 3) 4 0 0MHz) 
6 : 

1. 3 0 (d, 6H, J = 7Hz) , 

2. 9 6 (t, 2H, J = 7Hz) , 

3. 1 6 (qq, 1 H, J= 7 Hz, 7 Hz) , 
3. 2 4 (t , 2H, J = 7Hz) , 

3. 6 0 (s, 1H) , 

7. 2-7. 3 Cm, 3H) , 

7. 4 9 (d, 1H, J = 2Hz) , 

7. 8 4 (d, 2H, J = 8Hz) , 

7.8 7 (d, 1H, J = 9Hz) , 

(5 ) 2- [4- f3- T2- f2. 4-^pp7x^) -5-^V7dk 
P t^^>^ 
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±13 (4) ~C'&t>fttz3- [2- (2, 4-S>*DD7x-;i/) -5--YV7" 

-1- (4-^;i/*7'h7x-;i/) d/1>-1- 
*>&EV^ ilMKD (2) > (3) hRlttft^K:J:D#G^»«ffft. 

1 H — NMR (CDClg, 4 0 0MHz) 
6 ; 

1. 3 0 (d, 6 H, J = 7Hz) , 

1 . 5 2 (s, 6H) , 

2. 9 7 (t, 2H, J = 7Hz) , 

3. 19 (qq, 1H, J=7Hz, 7Hz) , 
3. 37 (t, 2H, J = 7Hz) , 

7 . 2 9 ( d d , 1 H , J = 2 , 8 H z ) , 
7. 48 (d, 1 H, J=2Hz) , 
7. 55 (d, 2H, J = 9Hz) 
7. 8 6 (d, 1 H, J = 8Hz) , 
7. 9 0 (d, 2H, J = 9Hz) 

(8-4) 

2 - [4- T3 - [2 - r (4 - h UZ2k±DiL±2kj zJjzjLXJZ 

1 H — NMR ( CD C 1 3 , 4 0 0MHz) 
5; 

1. 3 3 (d, 6H, J = 7Hz) , 
1. 6 8 (s, 6H) , 

3. 15 (qq, 1H, J=7Hz, J = 7Hz) , 
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3. 2-3. 3 (m, 4H) , 

6. 9 4 (d, 2H, J = 9Hz) , 
7.6 4 (d, 2H, J = 8Hz) - , 

7. 92 (d, 2H, J = 9Hz) , 
7. 9 9 (d, 2 H 3 J = 8Hz) , 

mmm 9 
mmmm 

(DPPARo. y, 6iSttVb«g©«^ 

K»Yb^«I (Ml~6Sra©PPAR<y7^7 h©L-16504 
1 (Berger, J. ft,' (1 9 9 9) J. Biol. Chem. , 274: 
6 7 1 8 - 6 7 2 5);) OPPARa, rRVdm&tiin* WT0«t -5 L- 

1) urn 

77*)** MVfrHmmxm* (cv-iM) a, 3R**#in»E^w* 

2) 757? K 

(GAL4-hPPARa LBD, GAL4-hPP 
ARy LBD N GAL 4— hPPARd LBD) , -75 Z * K ( 

UASx4 — TK — LUC) , &-135>? y m^^X "5 h* (/JGAL 

) ftKliewer, S. A. ft, ( (1992) Nature, 358: 77 
1 - 7 7 4) ^IC^JMLL 

3) F7>^7i^3> 

CV - HJSS 1 vzLjlMtz D2xl 0 6 M©iiJMg-e, 2 4 . 
I'-rfc**, 2 4 BUB, 4.%JteJl«>^jfli7» (FCS) «JPOPTI-MEM 
I Reduced Serum Medium (Life Technolo 
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gies) 5 0 0/zl/wel lT*ig#b£o Jfilfi^»©OP T I - 

MEMT«UB*«V^ DNAtllS C 1 ( 2 5 0 #1 & ifeD 

, WT©J$#£^rl-S&© ; 0; 03/ig©GAL4-hPPAR5 LBD 
, 0. 25//gOUASx4-TK-LUC, 0. 35//gO^GALs 2 fi 1 
©iJ#7x^>3>t$|gDMR IE-C (Life Technologies 
) , £ ft £ 0 P T I — ME MCSifl, i£T3 OWIbfe^O) 
It, 3 7°CT- 5I^P^ig#bfco 
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^— e tS1x©«0^^?*t±, 50//1 © qljgflitt«*ai«i 9 6 £ r;i/71/- b 
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0# 1 £»bT, lSt'5^FI^ >^a^<- h bfco £J6#±» ( lM^it 
h>J<7A?g&) 5 0/zl4i>D*., 4 1 4nm©iR3te**ffl£b;feo fc&fcbTE 
l^feDMSO (0. ©«Il/feW©;^7x7- BSttlt (□ 
>hD-;i/ffi) £0%£, ttJB* (PPARa: 10" 4 M WY - 1 6 5 0 4 1 
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If © 15 69 



1. &®-jfe5$ (IK 




V 5 Y " 




CQ2R 8 (i) 



Any >JK-?-e****ifc jfcfcft 1 - 8 cdt 2 ~ 8 ©T;i/->r^ 

S (0) „ (pttO~20«»&3S1-o ) N C ( = 0) % C ( = N-OR 6 

) (R 6 &*mm : ?x\*ifcmi&i-~8<DT»*}ig%&to ), c(=o)nh 

* NHC ( = 0) s S0 2 NHs NHS0 2 , CH (OR') (R T tt**JR^Xtt 

%miki~8®r)\,*jm*mto ) % ch = ch n xacscs^u Yias 

ft 1 ~ 8 (DTJl*JV£%m U * IT R 8 tt**JBC*Xtt&*ft 1 ~ 8 

{BU X^^fci:^ X 2 «:0, S (0) P T*£<> £fcX l #C ( = 0 
) NHOil, X'ttfc^-Cfc^o ) 

2. &<D-m& (II), 
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(II) 



* 11 &VR 1 *&*to*n&&\,xBtm»l-~8<D7Ji*)),& s 1-3* 
©AD V tltz&*& 1 ~ 8 0?;i/^S, 2-8 ®7H 

Ji»2-8®7M-;i/S, 3~7*JicD5/*n:p;i/*;i/£ s 3-7 

1 ~ 3 #© a d y >m : ?nn&ztii£&m» 1 - 8 © j^n^ 1 ~ 8 
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^>y77^H^b<ii^>^5 L iz;^§gt 
^ X"MX 1J li^W4filt|g^ S (0), (qtt'0~2®Sft« 
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7»*»&%&*o ) s C ( = 0) N H N NHC (=0) x S0 2 NHs NHS 
O t , CH (OR") (R 1 M±7k«^^{i^^t!cl~807';i/^;i/S^^t-o 
)s CH = CH, XttCHCtiU Y , &M&*i:bTlsf(mi~8©7';i/* 
b < &$^t$t 1 ~ 8 bT^T fe£v>W*tt 1 — 8 ©T 

^4r"l/>«ft*U Z'ttRajK^XttflMtlR^fc&U ^bTR ,3 ^lfR 14 {i 

fiu x 11 ^^©^ x 12 &ck s (0) *fcX ll #C ( 

= 0) NH©ht, X 12 ttgj-£^T-ft^ 0 ) 
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4. X 12 j&*M£#n C (=0) % C ( = N-0H) s C (=0) Hs NHC ( 
= 0) , CH (OH) X(±CH = CHT-$>^H^©«Sa^2Jiy{iB3^H3®0 

5. E'^iiltbt^Dy^ *g*£ N -hDSs 7$;S, ££ftl 
JSHifc l ~ 8 ©7 > ;i/^;v*T?**l»*o«H* 2 8~ai 5 5HB«©**tfV-;i/ 

7 . R 1 1 OlHWt^t*;-;^© 2 #T*& 5flf;£©$EBJg 231-11 6 3113 

«©**tf vf-;i/»##xi±*©tto 

8. ^©-ISSi (III) N 



o^ny >JK^t?*ife£*ifc£*ft l - 8 ©y;i/*;i/» N $Hi§& 2 - 8 

j5tsm2-8©T;i/*x;i/», 3-7jlloj/^D7;i/^ 3-7 
I^©s/7 p 7;^;^ii^nt^i^ l ~ 8©7;^;^ x&s&gt 

tT^Py>JC^s *MEn -FD|, 7^Ss mi-8 07;i/^M, 
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flU X 21 tf%i-&^(DtZ, X 22 &0 N S (0) r -C'^<, £tzX 21 &C ( = 
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7" V - t± * © % . 

11. R n #mtltADy>J|^ «* v -hn«, 75;a, 
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